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440. An Outbreak of Typhoid Fever in the Middle East 
E. S. ANDERSON and H. G. H. Ricuarps. Journal of 
Hygiene [J. Hyg., Camb.] 46, 164-172, July, 1948. 
37 refs. 


This paper provides a valuable review of the recent 


‘literature, particularly as regards the occurrence of 


typhoid fever after known exposure in inoculated and 
non-inoculated persons. The authors give an account 
of an outbreak in a closed community of inoculated 
persons presenting an unusual opportunity for examining 
the degree to which prophylactic inoculation affected 
the incidence and severity of clinical typhoid fever. The 
outbreak, due to phage-type D1, occurred in the summer 
of 1945, in the airmen’s mess of a large R.A.F. camp 
near Suez. It involved 110 of 747 persons exposed— 
an attack rate of 14:7%. The case fatality was 10%; all 
6 persons with perforation or haemorrhage died. 

A native European carrier amongst the food-handlers 
was judged to be the source of outbreak. The total 
cookhouse personnel numbered 68, but it was fortunately 
possible to change the whole of this staff, and the case 
incidence showed a rapid decline 10 days later. Cases 
had occurred during a period of 48 days. 

In the bacteriological investigation it was found by 
experiment that the optimum enrichment period for the 
batch of “ selenite F”’ in use was not longer than 18 
hours, after which a sharp drop occurred in the number 
of colonies of Salmonella typhi appearing after planting 
out on MacConkey medium. In 1 patient, both blood 
and faeces remained persistently negative, but S. typhi 
was isolated from the urine on the sixteenth day of 
disease, and remained present until the eighty-fourth 
day. Of all patients 8-4% became convalescent excreters 
of S. typhi, but none of them became a persistent carrier. 
“O” and “ Vi” titres were within the ranges expected 
in typhoid fever in the non-immunized, an interesting 
observation since 100% had been immunized within 
12 months, some 75% of them with alcoholized T.A.B. 
vaccine. Of the 110 patients 8 had been immunized 
once only, 2 had been inoculated eight times, and the 
mean number of inoculations per man was 3:98 
(S.D. 1-47). This mean was slightly but not significantly 
higher in the more severe cases. There was, in fact, 
nothing to suggest that the severity of the illness was 
inversely proportionate to. the number of T.A.B. inocula- 
tions the patient had received. 

In 6 of the 7 necropsies performed, a severe enteritis, 
associated with a marked thinning of the bowel wall was 
the most striking feature. In other respects, the appear- 
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ances in the gut were variable but not atypical. In 2 
only of the 7 was there a macroscopic appearance of 
toxic carditis. There was no true pneumonia. 

Leucopenia was by no means invariably present; 62°% 
of 71 patients had total white counts within normal 
limits. 

The authors’ comments on the influence of prophy- 
lactic inoculation include the following passages: ‘“‘ The 
belief that inoculation with T.A.B. vaccine confers a 
high degree of immunity against the enteric fevers was 
responsible for the false sense of security from these 
diseases which prevailed during the recent war in units 
which could showa good inoculation state. The factors 
influencing the incidence of enteric fever are hygiene on 
the one hand, and protective inoculation on the other. 
When a breakdown in hygiene occurs, and the typhoid 
bacillus is able to gain access to the body, the resistance 
of the individual is not the only factor to be considered, 
since the magnitude of the infecting dose varies greatly, 
and there may also be variation in the virulence of 
different strains of the organism. The enteric fever 
epidemics in the Services presented an opportunity to 
examine the result of mass assaults in closed communities 
on the immunity resulting from T.A.B. vaccination, and 
it cannot be disputed that under such conditions a high 
attack rate resulted. The immunity following T.A.B. 
inoculation cannot therefore be of a high order... 
once the disease is established, the clinical course is not 
materially influenced by previous immunization. . . .” 

W. H. Bradley 


441. Enteric Fever (Paratyphoid B) Apparently Spread 
by Pasteurised Milk 


W. E. Tuomas, T. H. STepHens, G. J. G. KING, and 
S. THomson. Lancet [Lancet] 2, 270-271, Aug. 14, 1948. 


The outbreak involved 48 cases in 1946, all in the 
second half of the year but most in August (21 cases) and 
the second half of November (12 cases). They were 
rather widely distributed in Glamorganshire with 28, 7, 
and 6 cases respectively in three villages and the other 8 
cases scattered. In addition, 7 cases with a similar origin 
occurred in a neighbouring county. It was subsequently 
found that all but 3 of the 48 patients, and also the 7 
extra-county patients, regularly consumed milk from one 
creamery, which was situated in the valley that had the 
most cases. Some 15,000 gallons (68,189 litres) of milk 
were pasteurized daily, and the inspection of the plant 
and the records revealed no evidence of inadequate 
treatment. The water used for bottle-washing was from 
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a highly contaminated river which was treated with 
chlorine, but analyses often demonstrated coliform 
bacilli; as these usually numbered only 1 to 4 per 100 ml. 
the supply was approved. More detailed investigation 
later showed 1 faecal Bacterium coli per 100 ml. Not 

only was the river water heavily contaminated with the 
sewage of several towns, but Salmonella paratyphi B was 
isolated on three out of four examinations. Further, 
this organism was isolated higher up the river from each 
of three outflows from separate towns, and this 6 months 
after the last case of paratyphoid fever had been notified. 
Examination of workers in the creamery did not reveal 
any carrier of S. paratyphi B. After the use of the river 
water had been discontinued, only 4 cases of paratyphoid 
fever were notified in the county in the next year. 

The evidence shows clearly that the contamination 
occurred after pasteurization of the milk and was due 
to the use of contaminated water for bottle-washing. 
This accounts for the fact that, in spite of the large 
amount of milk consumed (by 200,000 persons regularly), 
there were only 55 cases in 6 months. Detailed study 
showed that the action of the chlorine on the water was 
irregular and variable, allowing intermittent contamina- 
tion. Looking back over the records it was found that 
in 1941 there was an epidemic of 76 cases of paratyphoid 
fever with exactly the same distribution as that of 1946. 
Although it was known that many of the patients had 
milk from the same creamery, detailed information was 

» not available. W. Savage 


442. Results of Vaccination Against Influenza during 
the Epidemic of 1947 

C. G. Loosut, J. SCHOENBERGER, and G. BARNETT. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 33, 789-798, July, 1948. 1 fig., 20 refs. 


Between November and December, 1946, influenza 
vaccine trials were carried out on Chicago University 
students living in communities; 
vaccinated, and 1,230 living in comparable conditions 
were observed as controls. The vaccine was composed of 
25% PR8, 25% Weiss, and 50% Lee virus. The response 
to vaccination was satisfactory, as shown by the serum- 
antibody titres attained. An epidemic of influenza 
occurred in February and March, 1947. The attack 
rate was the same in vaccinated and control groups 
(9°5%); 2-5% of vaccinated subjects and 2-26% of con- 
trols were admitted to hospital. Acute and convalescent 
sera were collected from 192 unvaccinated patients with 
influenza; no rise in Lee antibodies was seen, but 40% 
of serum pairs showed a fourfold or greater rise in PR8 
antibodies. 

From a series of 32 throat washings 2 strains of virus 
were isolated by allantoic inoculation in the presence of 
penicillin and streptomycin. There was no close anti- 
genic relationship between these strains and the A strains 
used in the vaccine, though they were evidently A in type. 
The failure of the vaccine to protect was not due to the 
long time interval between vaccination and the beginning 
of the epidemic, but to the lack of sufficient antigenic 
identity with the prevalent strains. D. J. Bauer 
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443. Early Whooping Cough Immunization 
S. R. HALPERN and D. HALPERN. Journal of Pediatrics 
[J. Pediat.] 33, 43-48, July, 1948. 27 refs. 


The vaccine used was alum-precipitated phase | 
Haemophilus pertussis containing 40,000 million organ. 
isms per ml. The dosage was 0-2, 0-3, and 0-5 ml. of 
this vaccine given at four-weekly intervals, Starting 
at about 1 month of age. Reactions were inconspicuous 
apart from 3 out of 117 patients who developed a local 
abscess. The ability of such young children to react to 
this antigen was assessed ‘by: (1) determining the presence 
of agglutinins in the patient’s blood after immunization, 
by means of the rapid slide test of Powell and Jamieson 
(J. Immunol., 1942, 43, 13); (2) the Flosdorf agglutinogen 
skin test (ibid., 1940, 39, 475). The two methods showed 
a reasonable agreement in 175 infants tested. Of these, 
11 remained negative serologically and 7 negative to skin ° 
Douglas Gairdner 


444. Combined Pertussis—Diphtheria Prophylactic Anti- 
gens. An Experimental Study to Determine the Specific 
Immunizing Value of these Antigens used in Combination 
D. ORDMAN and E. Grasset. Journal of Hygiene {J. 
Hyg., Camb.] 46, 117-122, July, 1948. 20 refs. 


In experiments at the South African Institute for 
Medical Research, Johannesburg, it was found that 
antitoxin production was enhanced when using diph- 
theria anatoxin combined with pertussis vaccine, while 
the agglutinin titre in respect to Haemophilus pertussis © 
was not influenced. Similar results were obtained by the 
use of alum-precipitated toxoid in combination with 
pertussis vaccine. R. Salm 


445. An Outbreak of Gastro-enteritis Due to Salmonella 
derby 

R. Musuin. Journal of Hygiene [J. Hyg. ., Camb.] 4%, 
151-157, July, 1948. 47 refs. 


446. Cross-infection in Hospital Due to Salmonella 
derby 
S. D. Russo. Journal of Hygiene [J. Hyg. ., Camb.] 4, 


158-163, July, 1948. 14 figs., 14 refs. 


In these two papers Mushin and Rubbo describe and 
draw lessons from an outbreak of gastro-enteritis in- 
volving 68 infants in hospital of whom 10 died. They 
discuss the epidemiology, giving special attention to 
the unusual opportunities for cross-infection in the 
hospital. Outbreaks of enteritis in infants are so 
infrequently due to an organism which can be identified 
exactly, that the authors were fortunate in having to deal 
in this instance with Salmonella derby, which is relatively 
rare in Australia, where the outbreak occurred. Of the 
68 patients involved, 10 were admitted with a primary 
diagnosis of gastro-enteritis, 37 apparently contracted 
the infection while in hospital, and 21 were found to be 
carriers. Because the babies were confined mainly to 
two wards, and the disease did not occur in other parts 
of the hospital, the central food room was thought not 
to contain the source. In spite of careful investigation, 
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the specific salmonella was not detected in any of the 
foods used. On the other hand, it was present in the dust 
in the wards, in 1 of 6 mice found in the ward, and on a 
roller towel used by the nurses. Pathogenicity tests on 
mice indicated the possibility of infection by mouth or 
by intraperitoneal injection. Mice were found to be 
potential faecal and urinary carriers. 

One curious feature was the development of gastro- 
intestinal symptoms in 14 cases 2 to 5 days after discharge 
from hospital. These infants were believed to have been 
* infected in hospital, and in fact all cases of clinical gastro- 
enteritis developing in hospital or within 7 days after 
discharge were classed as cross-infections. The authors 
were impressed by the fact that Salmonella derby could 
be recovered almost as consistently from ward dust as 
from actual cases. They thought that dust combined 
with the practice of delivering milk foods in open 
containers in the wards was responsible for many of 
the cross-infections. They urge that, in addition to 
measures designed to remove dust and improve ward 
hygiene, the food for infants under 1 year of age should 
be protected by sterilized close-fitting covers, preferably 
of glass, assembled in a central food kitchen and removed 
aseptically only at the moment of feeding. From a 
bacteriological point of view these papers are particularly 
interesting. The literature concerning Salmonella derby 
since its first isolation by Peckham in an outbreak due to 
infected pork pie at Derby in 1923 is presented in a 
concise manner. A large experience with the organism 
led the authors to the conclusion that it was most readily 
isolated with the aid of tetrathionate broth enrichment 
medium and subsequent cultivation on “SS” agar. 
The epidemic strain of organism was of slightly different 
flagellar pattern from a standard culture of Salmonella 
derby. The disease produced caused an appreciable 
rise in “‘H” titres but no “O” agglutinins in the 
patients’ blood.  W.H. Bradley 


- 447. Desirability of the Routine Use of Tetanus Toxoid 
E. Press. New England Journal of Medicine [New Engl. 
J. Med.] 239, 50-56, July 8, 1948. 32 refs. 


It is suggested that active immunization against tetanus, 
with tetanus toxoid, is preferable to the use of tetanus 
antitoxin as a prophylactic or curative measure in injured 
persons. The reasons given are that tetanus frequently 
follows comparatively trifling injuries, for which no 
medical attention would be considered necessary, and 
for which no antitoxin is likely to be injected prophylactic- 
ally; that prophylactic tetanus antitoxin does not neces- 
sarily prevent tetanus developing; and that serum- 
sensitiveness follows its use. The recommendation is 
that children should be immunized as a routine with a 
mixture of tetanus toxoid, diphtheria and pertussis 
prophylactics; that persons suffering injuries likely to 
lead to tetanus should be given prophylactic antitoxin 
and be immunized with tetanus toxoid;. and that adults 
particularly liable to injuries likely to lead to tetanus 
should be actively immunized. 

[This is a very fair piece of propaganda on behalf of 
tetanus toxoid, with many interesting comments on 
American practice and certification.] C. L. Oakley 
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448. Poliomyelitis and Associated Minor Illness in a 
Residential School 

J.C. Rye. Lancet [Lancet] 1, 945-947, June 19, 1948. 
7 refs. 


In one house at a public school a clinically recognizable 
case of non-paralytic poliomyelitis was followed 8 to 10 
days later by poliomyelitis, diagnosed clinically and by 
examination of cerebrospinal fluid, in 2 contacts. During 
the term the incidence of non-specific minor illness was 
higher in this house than in the rest of the school by a 
statistically significant amount. A case of non-specific 
minor illness in a second house was followed 10 days 
later by an outbreak of illness involving 13 boys within 
10 days; of these 13 boys 4 were diagnosed as suffering 
from non-paralytic poliomyelitis. 

The importance of the part played by the subclinical : 
case in disseminating the infection is now well established ; 
early recognition of mild cases is therefore essential. 
Immobilization of the patient during the non-paralytic 
stage of the disease appears to afford the most hopeful 
means of avoiding or of reducing the severity of subse- 
quent paralysis. Geoffrey McComas 


449. The ecology of Poliomyelitis in a Military Camp 
in 1947 

G. J. Dixon. British Medical Journal (Brit. med. J.) 1, 
1175-1178, June 19, 1948. 11 refs. 


* The analysis of a small epidemic of poliomyelitis in a 
camp is divided into “ symptomatology of acute and 
abortive cases’, “differential diagnosis’, and ‘‘epidemio- 
logy’’. In the acute cases there was pyrexia, with stiff- 
ness and pain in the muscles, which ultimately became 
paralysed. No diagnosis is definite until palsy appears. 
There is no evidence here of contact between the cases 
and no 2 cases came from the same unit. Possible 
carriers were investigated, and a group of nasopharyngeal 
cases specially examined showed a great percentage of 
streptococcus infection. During the epidemic period— 
June to October—it was noted that there were few flies 
or other insects and little or no gastro-enteritis in the 
camp. J. Anderson 


450. Epidemiology of the 1947 Outbreak of Polio- 
myelitis in Eccles 

W. P. SwEETNAM. British Medical Journal (Brit. med. J.| 
1, 1172-1175, June 19, 1948. 5 figs., 12 refs. 


This inquiry into the epidemic of poliomyelitis in a 
crowded borough covers the usual range of such investiga- 
tions. The weekly incidence at the start was slow, 
reaching an explosive peak with a slow decline over a 
period of 4 months from July to October. The incuba- 
tion period, worked out most carefully from the known 
contacts, was 7 to 13 days. The incidence of attack was 
1-09 per 1,000, and the death rate 6:5%. The chief 
factor in the spread of the disease was human contact, 
in which both abortive cases and healthy carriers were 
responsible. There was no significant evidence that food, 
domestic animals, or flies acted as carriers. Circum- 
stances suggested that the presence of the virus in the 
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nasopharynx of patients and carriers was much more 
important for the spread of infection than its presence in 
faeces. There were numerous abortive cases, especially 
in close proximity to frank cases; less than 1 in 20 of the 
former developed into a paralytic case. A feature of the 
outbreak was that a canal dividing the borough apparently 
formed a barrier to the spread of the epidemic. 
J. Anderson 


451. The Age Distribution of Poliomyelitis in Massa- 
chusetts 

R. J. M. Horton and A. D. RuBenstein. New England 
Journal of Medicine [New Engl. J. Med.] 239, 169-172, 
July 29, 1948. 2 figs., 3 refs. 


Between 1907 and 1945 there has been no essential 
change in the epidemiological behaviour of poliomyelitis 
in Massachusetts. The apparent variation in age distri- 
bution of the disease has been due both to change in the 
age distribution of the population and to an increase in 
the reporting of non-paralytic cases. 

Geoffrey McComas 


452. Prevention of Rickets by Irradiation of Milk as a 
General Public Health Measure. (Rachitisbekampfung 
durch Milchbestrahlung als allgemeine volksgesundheit- 
liche Massnahme) 
K. Scueer. Strahlentherapie [Strahlentherapie| 77, 467- 
476, 1948. 5 figs. 


The author refers to the data of de Rudder, according 
to which the incidence of children in Frankfurt showing 
signs of rickets in 1939 was 70% in the winter and 50% 
in the summer, in spite of the use of “ vigantol”’. He 
introduced the method of irradiating milk by a low- 
pressure mercury vapour lamp for half a second, so 
increasing its vitamin-D content. No deterioration of 
the content of vitamins A and C resulted from such a 
short ultraviolet irradiation. According to recent data, 
children who received irradiated milk were free from 
rickets in 71% of cases, whereas when vigantol was used 
only 30% were found to be free. —. Koller 


453. Employment of a Nephelometer for Determination 
of the Concentration and Size of Smoke Particles in the 
Air of Industrial Premises. (O mpumeHeHuu Hedenome- 
Tpa onpemeneHvA KOHUCHTpalMH pa3sMepoB 
YACTHL B BOSLYXe MPOHSBOMCTBEHHEIX MOMe- 

I. B. SHAGAN. Turnena u Canutapusa [Gigiena] No. 
7, 20-27, July, 1948. 6 figs. 


The apparatus (a nephelometer of Russian make) is 
described and illustrated and its use is explained. To 
facilitate work on industrial premises, a portable acces- 
sory model, consisting of 6 parts carried in a case the 
size of that for portable microscopes, was designed and 
constructed. With this set in any part of the industrial 
premises in 3 to 5 minutes the concentration and average 
size of smoke particles can be determined from previously 
calculated graduated graphs. A _ selected case (deter- 
mination of zinc-oxide smoke particles) is presented in 


which the size of particles was calculated by the Stokes 
formula with Cunningham’s correction. Nephelo- 
metric determinations were fairly accurate, agreeing 
within very narrow limits with the actual measurements 
of smoke particles by the electron microscope. 

Hi. P. Fox 


454. The Role of Subnormal Temperature in the Aetiology 
of “Chills”. (Pons cy6HopmanHbix Temnepatyp 
npocryzu) 

B. B. Korranski. u Canutapus [Gigiena| 
No. 5, 18-24, May, 1948. 4 figs. 


A review of the relevant literature is followed by an 
account of the author’s own investigations on the effect 
of subnormal temperature (within a range of +10° to 
—10°C.) on the areas of human body unprotected by 
clothing and sensitive to cold; the temperature of the 
skin served as an index of changes occurring in the 
cutaneous blood vessels as the result of chilling. The 
experimental (healthy) subjects (2 men and 2 women aged 
20 to 30) remained for 45 minutes in a room at 21° to 
23° C.; a ribbon thermocouple was then attached to the 
terminal phalanx of the index finger, and skin tempera- 
tured measured until it became stable; after this a thin 
rubber glove was placed on the hand which was im- 
mersed for up to 120 minutes in water at 5° and 15° C., 
and the skin temperature plotted graphically. At 5°C, 
the minimal skin temperature was reached in 8 minutes, 
and afterwards fluctuated between 7° and 15° C., showing 
the phenomenon of reflex hyperaemia. At 15° C., the 
lowest level was also reached in 8 minutes, but afterwards 
the skin temperature remained stable at about 15°C. 
during the remaining period of the immersion. Physio- 
logical evidence is adduced to show that these experi- 
mental results can be interpreted as follows. The 
onset of chill is due not so much to a sudden and sharp 
cold stimulus as to a protracted effect of subnormal 
temperature. H. P. Fox 


455. Effects of Physical Characteristics of Fabrics 
Upon Physiological Heat Load and Subjective Reactions 
W. R. CHRISTENSEN. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 30, 251-255, July, 1948. 
11 refs. 


The influence of the physiological heat load and 
physical characteristics of various cotton fabrics on the 
comfort of the wearers was tested in the “jungle 
chamber ”’ of the Climatic Research Laboratory, Law- 
rence, Massachusetts. In this chamber, 60159 ft. 
(18 x 4-5 x 2-7 m.), the dry-bulb temperature of the air and 
walls was kept at 90° F. (32-2° C.), the wet-bulb at 86° F. 
(30° C.), and the wind velocity at 1-5 or 5-8 miles per 
hour (m.p.h.). The test subjects were 6 to 10 soldiers. 
They wore U.S. Army fatigue uniforms made from 9 
test fabrics, and they walked on a horizontal treadmill 
for an hour at 3-5 m.p.h. The physiological observa- 
tions—which provided an indication of the heat load 
imposed by the garments—were of rectal temperature 
and pulse rate at the end of the exercise and of sweat 
secretion during it. Comments of the test subjects 
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were restricted to the degree of coolness experienced, 
drag (tendency of material to adhere to skin surfaces 
and thereby impede motion), skin sensation in general, 
and overall preference. With the 1-5 m.p.h. wind the 
heat loads imposed by the test fabrics were found to be 
influenced mainly by their weight, thickness, and possibly 
the degree of wetting during use, but when the wind 
velocity was increased to 5-8 m.p.h. the heat ratings were 
different. Those fabrics felt to be relatively more com- 
fortable were characterized by greater wetted area and 
* high air permeability. Coolness, skin sensation, and 
drag were the most important criteria in determining the 
. subjective acceptability of a uniform. However, sub- 
jective appraisal of heat load’ was found to be quite in- 
consistent when compared with objective results, and it 
appeared that the test subjects were unable to distinguish 
clearly between the sensation of coolness and other 
subjective stimuli. H. M. Vernon 


456. Chlorination of Well Water. 
B 

R. D. GasovitcH. Turuena u Canutapua [Gigiena] 
No. 6, 10-16, June, 1948. 


(XnopupoBanne 


A short review of the literature is supplemented by an 
account of experiences gained during the last war, and of 
experiments in chlorination of well water. Bacterio- 
logical analyses of natural well water, and of that from 
wells artificially infected with Bacterium coli, Salmonella 
spp., paratyphoid organisms, and a mixture of dysentery 
organisms showed that the ordinary chlorination proce- 
dure was unsafe when the residual chlorine fell below 
0-5 to 0-6 mg. per litre. In those cases in which chlorina- 
tion requirements of well water could be determined, 
a dose of 1-5 to 6 mg. of chlorine per litre of water 
was found safe; where chlorination requirements were 
unknown, superchlorination (15 to 20 mg. of chlorine 
per litre of water), followed by the addition of 400 mg. of 
hyposulphite (aqueous solution or tablets) per bucket, was 
effective. H. P. Fox 


457. Purification of Water by Electrolysis with Iron 
‘Electrodes. (Ounctka Bogbl C NpHMe- 
HEHHEM 

A. I. Izyurova and I. P. Ovcuinkin. 
Caunutapua {Gigiena] No. 7, 5-9, July, 1948. 


Although purification of water by electrolysis with iron 
instead of aluminium electrodes is efficient, fairly large 
amounts of ferrous and ferric compounds are formed in 
the process—namely, up to 21:3 mg. per litre in 60 
minutes. For this reason, a subsequent filtration (after 
electrolysis) through a sand filter accelerates clarification 
of water which otherwise is very turbid owing to the slow 
coagulation of ferrous compounds. , With main drainage 
water, containing small amounts of dissolved oxygen, 
additional oxidation may be attained by aeration or by 
the introduction of supplementary insoluble anodes of 
graphite or nickel. The bacterial count in water purified 
with the aid of iron electrodes is low, but if this water is 
to be used for drinking purposes further disinfection by 
chlorination or additional electrolysis is recommended: 


. water. 
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Drinking water of standard quality was obtained from 
dirty pond water after 15 minutes’ electrolysis with iron 
electrodes, subsequent filtration, and supplementary 
electrolysis for 15 minutes with the aid of carbon elec- 
trodes. Electric power consumption, under laboratory 
conditions, was fairly high, but it is thought that this 
item can be considerably reduced in large-scale installa- 
tions. Tabulated data show the effect of electrolysis on 
the physico-chemical composition of water; aeration of 
water; rate of oxidation of ferrous compounds; purifica- 
tion of main drainage water with subsequent filtration; 
and disinfection of dirty pond water by supplementary 
electrolysis. H. P. Fox 


458. Use of Mixed Coagulants for Purification of Drink- 
ing Water. (IIpumeHeHue cmeulaHHbIX KOaryAHTOB 
JIA OYMCTKH BOD) 
L. A. Kutsku and A. M. KoGANovskit. u 
Cauutapua [Gigiena] No. 6, 6-10, June, 1948. 


The process of coagulation was studied in drinking 
water containing humin (humic acid?) by the use of 
aluminium sulphate and ferric chloride coagulants in the 
following ratios (in g. per 100 g.): 75, 50, 40, and 25 of 
Al,(SO,); to 25, 50, 60, and 75 of FeCl,; the pure coagu- 
lants served as controls. Tabulated results show that 
coagulation was markedly accelerated and intensified 
when the aluminium-sulphate to iron-chloride ratio was 
within the range from 50: 50 to 25 : 75; sedimentation 
of the precipitate was also considerably accelerated. 
Further tests were concerned with the rates of coagulation 
and sedimentation as correlated with the composition of 
the mixed coagulants in the absence and presence of 
humic acid and as conditioned by the pH of drinking 
The results of these experiments indicated the 
feasibility of using mixed coagulants for the purification 
of drinking water. H. P. Fox 


459. Technique of Determination of Bacterium coli in 
soil. (K meTroquKe ompemeneHuaA 
B MO4Be) 

M. V. GoODLEvsKAYA. u Canutapua [Gigiena] 
No. 6, 16-20, June, 1948. 


Soil samples obtained in the city of Saratov and its 
environs were sown direct on various liquid and solid 
culture media, or, in the form of soil sediment (recovered 
from membrane filters after filtration of soil suspension), 
were seeded direct on the same culture media. The 
technique of seeding is described in detail. The best 
results were recorded with a liquid medium, and carbo- 
lized Endo solid medium. Most of the so-called 
Bacterium coli recovered from the soil were Aerobacter 
aerogenes, capable of producing fermentation on 
Bouril’s medium at 43° C. Direct seeding of the soil on 
the solid culture media was preferable to sowing in liquid 
media; it curtailed the period of analysis by 24 hours, 
was economical of material and glassware, excluded 
antagonistic action of other organisms on Bact. coli, 
ensured a complete differentiation of all co/i strains, and 
made possible their precise onan determination. 

H. P. Fox 
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460. Pathological Changes in Welders. (La patologia 
dei saldatori) 

L. Pecora. Folia Medica [Folia med., Napoli] 31, 150- 
163, April, 1948. 13 refs. 


After reviewing the types of exposure in 78 welders 
mainly on naval work, the author concludes from a 
general clinical study that there is no specific occupational 
syndrome, John Hambling 


461. Clinical, Histological, and Biological Study of Skin 
Reactions Provoked by Chinese Lacquer. (Etude clinique, 
histologique et biologique des réactions cutanées provo- 
quées par la laque indochinoise) 

J. PELLERAT, L. CHMEL, and R. CHAMARD. Archives des 
Maladies Professionnelles {Arch. Mal. prof.| 9, 269-273, 
1948. 2 figs. 


Patch tests of Chinese lacquer undiluted and in vary- 
ing dilutions performed on: (1) subjects with normal 
skin, (2) subjects suffering from chronic eczema, and 
(3) subjects with various skin diseases, produced reactions 
varying from erythematous to bullous in severity. 
Subjects in group (2) suffered the most severe and pro- 
longed reactions and in some there was an exacerbation 
of a quiescent dermatitis. Biopsy examination on sub- 
jects with normal skin showed that the essential lesion 
was vesiculation. Patch tests and biopsies performed 
on guinea-pigs and rats gave similar results. 

The appearance of lesions after the application of 
Chinese lacquer strongly suggests that histamine is the 
intermediate causal agent. Application of lacquer to 
papules raised by the intracutaneous injection of a 
watery solution of dimethylaminopropyldibenzothiazine 
(“ 3277 R.P.”’, an antihistamine substance derived from 
phenothiazine) does not produce skin reactions. The 


similar injection of serum is not protective. Sub- _ 


cutaneous injection of dimethylaminopropyldibenzo- 
thiazine protects for 1 hour against the application of 
lacquer to the skin. No reaction follows when lacquer 
is applied within 1 hour of painting the skin with 
dimethylaminopropyldibenzothiazine. The application 
of paraffin oil gives lesser, but not negligible, protection. 
The authors claim that these results are significant from 
two points of view; in providing further proof of the 
role of histamine in producing skin reactions following 
the application of vesicants and in suggesting means of 
prophylaxis against vesicants. T. A. Lloyd Davies 


462. Conditions of Work and Hygienic Measures in the 
Mining of Ozocerite. (Ycnopua Tpyma 
TEJIbHbIC MEPOMPHATHA O30KeEpHTa) 

P. L. Bracinski. Turnenxa u Caxnutapua [Gigiena] 
No. 5, 24-28, May, 1948. 


A short account of working conditions in the ozocerite 
mines at Borislavy (Western Ukraine) is followed by 
recommendations to lessen danger to life and health 
hazards in the mines. The paper itself is a précis of the 
work of a special team of the Kiev Institute of Hygiene of 
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Labour and Occupational Diseases. The chief danger in 
the mines is the presence of gases consisting of heavy 


and light saturated and unsaturated aliphatic, as well as 


aromatic, hydrocarbons, which are adsorbed on the ozoce. 
rite and the rock in which the mineral is embedded. [Ip 
addition, the air in the mines contains carbon dioxide, 
hydrogen sulphide, and sulphur dioxide, which probably 
seep through from the nearby oil wells. Clinica} 
observations showed that the gases present in the ozo- 
cerite mines have a selective effect on the hypothalamus, 
causing delirium in some cases. The hygienic measures 
are directed in the first place towards improvement of 
ventilation and reduction of gas concentration in the 
mines. Most of the proposed measures have now been 
carried into effect, with favourable results. H. P. Fox 


463. The Blood Picture in Miners’ Pneumoconiosis, 
(Het bloedbeeld bij mijnwerkers-pneumoconiose) 

J. CREYGHTON. Geneeskundige Gids [Geneesk. Gids) 
26, 179-184, April 22, 1948. 10 refs. 


A comparative study of the blood picture in 59 cases 
of pneumoconiosis at the respective stages of reticulation 
(21), nodulation (16), and consolidation (22) shows that 
a deviation from the normal—a moderate increase of the 
erythrocyte sedimentation rate (E.S.R.)}—occurred only 
in one-third of cases at the consolidation stage. Where 
tuberculosis was associated (38 cases) the E.S.R. was 


-high in two-thirds of cases and a shift to the left in the 


differential white cell count was observed in one-third of 
them. A. Lilker 


464. Pneumoconiosis of Coal-miners. A Study of the 
Disease After Exposure to Dust has Ceased 

A. Stewart. British Journal of Industrial Medicine 
(Brit. J. industr. Med.| 5, 120-140, July, 1948. 14 figs., 
39 refs. 


This follow-up survey, carried out from November, 
1945, to December, 1946, covered men certified by the 
Silicosis Medical Board from 1931 to 1944. None of the 
men had worked underground or handled coal on the 
surface after certification, that is, there was no exposure 
to dust between certification and the follow-up examina- 
tion. The 3,435 cases investigated were divided into 
early-disease and advancéd-disease groups according to 
the original assessment of the Silicosis Medical Board. 
Fewer survivors were found in the latter group at the 
time of the follow-up, although originally both groups 
contained about the same number of men. Twelve per 
cent. of the men with advanced disease, who had been 
certified since 1942, were dead, compared with 1% in the 
early group. Comparative life tables suggest that about 
85% of men in the early-disease group and 57% in the 
advanced-disease group are likely to survive 5 years 
after leaving the mines, while after 10 years 60 and 25% 
respectively may be expected to be alive. After leaving 
the mines approximately one-third of the men who were 
able to obtain employment worked out of doors, one- 
third indoors, and the remainder in mixed occupations. 
The findings in 654 men examined clinically are described 
in detail. Most of the men at the follow-up examina- 
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tion complained of dyspnoea and cough, the former 
usually having preceded the latter by several years. 
Aggravation of the dyspnoea was produced by un- 
accustomed types of work, heavy lifting, and intercurrent 
illnesses. Cough was not commonly a distressing symp- 
tom until the disease was well advanced. Haemoptysis 
was recorded in 103 cases, and melanoptysis or “* black 
spit” in 101 cases. The latter was a feature of the late 
stage of the disease, and radiographs in two such cases 
showed cavity formation in the centre of a consolidated 


‘area. Radiographs in the present survey, compared with 


those taken at the time of certification, demonstrated 
changes in the majority of cases. These invariably 
showed a progression of the disease and no instance of 
spontaneous resolution after removal from the dust 
hazard was observed. Radiological progression appeared 
to be closely related to the stage of the disease at the time 
of certification, and was almost half as common again in 
the advanced cases as in the early group. 


Tubercle bacilli were isolated in 17 cases out of 489 


examined, that is, 2-6% of all cases and 3-5% of specimens 
examined. The radiological findings in the positive 
cases, with one exception, were indistinguishable from 
those in negative cases, but the men were all classed as 
“ill”, and their erythrocyte sedimentation rates were 
usually raised. There was a tendency for the sedimenta- 
tion rate to be higher in men with advanced disease, and 
there was a definite association between radiological 
progression and raised erythrocyte sedimentation rate. 
It was also noted that anaemia was fairly closely related 
to stage of disease as shown in the radiological findings. 
The absence of disabling symptoms in men who con- 
tinued to work underground and the progression of the 
disease after leaving the mine suggest that some factor 
other than dust is necessary if the disease is to run 
its full course. The radiological appearances, raised 
erythrocyte sedimentation rate, and tendency to anaemia 
point to superimposed infection as the necessary factor, 
and the author suggests that, despite the low incidence of 
open tuberculosis, the infective agent may frequently be 
the tubercle bacillus. It is concluded that, while the 
majority of men certified by the Silicosis Medical Board 
will remain fit for employment for several years after 
leaving the mine, the type of work is likely to be limited 
by the exertion required. Attention should be directed 
to reducing the incidence of respiratory infection and 
cross infection by improving factory conditions, rather 
than to emphasizing the suitability of outdoor jobs, which 
are frequently too heavy for men suffering from pneumo- 
coniosis to perform. A. Lloyd Potter 


465. Aerobacter cloacae Endotoxin as a _ Possible 
Factor in the Etiology of Bagassosis 

R. SCHNEITER, W. H. REINHART, and B.-H. CAMINITA. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 30, 238-245; July, 1948. 1 fig., 24 refs. 


Bagasse, the waste product remaining after the extrac- 
tion of juice from sugar cane, is used for the manufacture 
of insulating board. The raw material is stacked in 
bales, and the stacks may remain exposed under cover 
for months. Workers employed in handling the dusty 
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material sometimes acquire a respiratory disease, 
“‘ bagassosis ’’. This usually comes on after about 75 
days, and is characterized clinically by cough, sustained 
dyspnoea, night sweats, and fever. X-ray examination 
of the lungs discloses diffuse mottling, but this clears 
up a few weeks or months after termination of exposure 
to bagasse dust. Bagassosis somewhat resembles the 
respiratory illness occurring among workers handling 
low-grade stained cotton which is due to the inhalation 
of an endotoxin liberated by Aerobacter cloacae. The 
present investigation was made in order to ascertain 
whether A. cloacae and its toxin were present in bagasse. 
Thirty-eight samples of bagasse were examined by the 
serial dilution method. Plate counts of micro-organisms 
from raw bagasse ranged from 100 to 305,000,000 per g.; 
those from processed bagasse from 1,700 to 170,000 per 
g.; from plant dust and sawdust from 90,000 to 
38,000,000 per g.; and from factory air samples from 
40 to 5,280 per c. ft. Thirty-eight cultures resembling 
A. cloacae were selected from 11 samples, purified, 
and studied by biochemical and serological methods, 
and 23 were identified as A. cloacae. The endotoxin 
liberated by A. cloacae was demonstrated in sterile saline 
extracts from three samples of bagasse contaminated 
with this organism and from one sample in which 
its presence could not be confirmed. Although this 
evidence suggests A. cloacae as a factor in the aetiology 
of bagassosis, it must be stressed that bagassosis is not 
identical with the acute respiratory disease caused by A. 
cloacae in cotton workers. The differences observed 
may be due partly to variation in the quantity and 
potency of the toxin contained in the dust, and in the 
amount of dust inhaled. Again, bagasse dust can pene- 
trate into lung tissue where it becomes embedded, but 
cotton dust, though it reaches the alveoli of the lungs, has 
never been found embedded in the tissue. It would 
seem, therefore, that the greater severity and duration of 
symptoms in bagasse workers than in cotton workers 
may be due to the combined action of A. cloacae and 
an irritant dust. ; H. M. Vernon 


466. Cancer of the Respiratory System in the United 
States Chromate-producing Industry 

W. MACHLE and F. Grecorius. Public Health Reports 
[Publ. Hith Rep., Wash.] 63, 1114-1127, Aug. 27, 1948. 
3 figs., 8 refs. 


The authors review the literature on the incidence of 
cancer of the respiratory system among workers in the 
chromate industry; they then give the mortality data for 
the seven chromate plants in the United States, which 
employ 1,445 workers. They found 42 deaths from 
cancer of the respiratory system among a total of 193 
deaths over periods varying with the different plants but 
ranging from 1936-46 to 1944-7. Of the 193 deaths 66 
were from cancer; thus the respiratory cancers were 
63°6% of all cancers, compared with 8-7% in a control 
group of 733 deaths among Metropolitan Life Insurance 
Company industrial-policy holders in the year 1946. Of 
these, 115 were from cancer, of which 10 were of the 
respiratory system. The mortality rate for lung cancers 
in the chromate workers at ages over 50 was up to forty 
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times that for a comparable industrial group. In one 
plant exposure was restricted to bichromates and chromic 
acid, and here there was no cancer of the respiratory 
system; this evidence strongly suggested that the carcino- 
genic substances were the monochromates. This also 
means that nasal irritation and septal perforation may 
occur without associated high: rates for cancer of the 
lung. The mean duration of exposure was 14-5 years. 
[This is a most important paper.] K. M. A. Perry 


467. Measurement of Alpha-active Dust in the Atmo- 
sphere 

H. CARMICHAEL and P. R. TUNNICLIFFE. Journal of 
Industrial Hygiene and Toxicology [J. industr. Hyg.] 30, 
211-227, July, 1948. 17 figs., 6 refs. 


The authors of this paper are scientific officers of the 
United Kingdom Ministry of Supply, who are at present 
working with the National Research Council, Atomic 
Energy Project, Ontario, Canada: They point out that 
the absorption into the body, by breathing, of long- 
lived «-active elements such as uranium, plutonium, and 
radium constitutes a very serious hazard to health in 
operations involving these substances. It is therefore. 
imperative to have a reliable routine method for measur- 
ing the quantity of long-lived «-active matter present in 
the air at any time. The permissible concentration of 
this matter is extremely small (for plutonium it is only 
70 disintegrations per cu. metre of air per minute). At 
the same time the air may contain a large amount of 
short-lived «-particle activity of natural origin (the 
radon normally present in the atmosphere may give rise 
to 3,000 disintegrations per cu. metre per minute). 
Hence it is necessary to concentrate the active matter 
from several cubic metres of air by electrostatic preci- 
pitation or by suction through a suitable paper filter, and 
allow the «-particle activity arising from the radon and 
thoron present to decay for about 6 hours, before the 
plutonium activity can be measured. At the beginning 
of the century it was found that air confined in mines or 
cellars had a much greater conductivity, as measured 
by an electroscope, than ordinary atmospheric air. This 
was due to the diffusion of radon and thoron out of 


- the ground. These gaseous radioactive elements arise 


from the uranium and thorium which pervade all surface 
minerals in concentrations of a few parts per million, 
and their decay products attach themselves to the dust 
particles in the atmosphere. _ 

The filter apparatus employed consists of a perforated 
steel tube, 6 in. (15 cm.) long and 14 in. (3-75 cm.) in 
diameter. A single layer of filter paper is wrapped 
round, with edges overlapping, and air is drawn through 
the filter by means of a tank-type household vacuum 
cleaner, the dust being deposited on the portions of the 
filter paper exposed by the perforations. The precipitator 
has a central electrode carrying a corona disk with 50 
sharp saw teeth and a stainless-steel collecting-tube 
coaxial with the central electrode. A negative potential 
of 9,000 volts produces a brush discharge from the disk. 
The removable inserts of both filter and precipitator can 
be put into a special counter of the methane proportional 
type. This counter detects only the « contamination of 


the dust even in the presence of strong f-particle activity, 
After insertion of a sample in the counter the air must be 
displaced by methane before counting begins. 
Numerous measurements were made with different 
rates of air flow and different voltages, and the losses of 
dust were determined. The suction rate of air provided 
by the vacuum cleaner was 2 cu. metres per minute in 
the electrostatic apparatus, and 0-8 cu. metre in the 
filter apparatus. Extraction of dust at these rates of 
flow was 40% for the precipitator and 100% for the filter, 
Counting efficiency was 49% for the precipitator but 
only 14% for the filter, owing to penetration of the dust 
into the paper. The overall counting yield of the 
precipitator was nearly 4 times that of the filter, and in 
practice it is desirable to employ both types of apparatus, 
H. M. Vernon 


468. Apparatus for Dispensing Aluminum Dust in the 
Treatment of Silicotics 

F. W. CuurcH and F. R. INGRAM. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.) 30, 246-250, 
July, 1948. 2 figs., 2 refs. 


In the employment of aluminium hydroxide for treat- 
ment of advanced silicosis, no control has been exercised 
on the amount of dust inhaled by the patients, but the 
dosage has depended on the anatomical position and 
inspiratory effort of the patient. In order to provide a 
dust dispenser by which the dosage could be accurately 
maintained, the apparatus used by Schrenk was modified 
and improved, so that all subjects were continuously 
exposed to the same predetermined concentration of 
dust. The aluminium hydroxide used was ground to 
an average particle size of 2 yw. An air-tight box, 
4x44 ft. (1-2 1:2 1-2 m.) was constructed, and at. 
one end was fixed a plenum chamber 10 in. (25 cm.) 
wide and extending the full width and height of the box. 
Dust-laden air entered the box at the top through a 
6-in. (15 cm.) pipe, and was distributed uniformly in 
the box at a low velocity. It was withdrawn into the 
plenum chamber through a 3 in. x 4 ft. (9 cm. x 1-2 m) 
opening at the bottom, and thence into a filter unit dis- 
charging outside the building. Of the 9 openings at 
the sides of the box, 6 served as take-off points for ad- 
ministering the dust to patients, and 3, leading to fresh 
air, served as controls. Each take-off point had a two- 
way diaphragm valve through which a patient could 
inhale the dust, and then exhale it into a waste pipe. By 
a complicated device, described in detail in the paper, 
dust was introduced into the box at a constant rate, 
usually 300 million. particles per cubic foot of air. 
Numerical data are recorded showing the average 
particle size of the dust and. its distribution in the box. 

H. M. Vernon 


469. Fisherman’s “ Dogger Bank Itch ”’ and Allergic 
Contact-Eczem2z due to the Coralline Alcyonidium 


_ hirsutum, the “ Sea-chervil ’’. [In English] 


P. BONNEVIE. Acta Allergologica [Acta allergol., Kbh.) 
1, 40-46, 1948. 1 fig., 4 refs. 


For Industrial Toxicology, see Abstracts 539-41. 
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Physiology and Biochemistry 


470. The Value, as a Clinical Test, of the Titration of 
Aneurin in the Urine. [In English] 

O. STORSTEIN. Acta Medica Scandinavica {Acta med. 
scand.] 131, 325-336, Sept. 30, 1948. 5 figs., 29 refs. 


The urinary excretion of aneurin in 29 patients was 
measured by the method of Wang and Harris (Biochem. 
J., 1939, 33, 1356, and 1941, 35, 1068). Of the patients 
investigated 8 suffered from polyneuritis, while 4, suffer- 
ing from carcinoma of the prostate, pneumonia, 
dyspepsia, and cystitis, respectively, were taken as 
controls. The remainder had such diseases as pellagra, 
diphtheria, and sprue, in which vitamin deficiency might 
be expected. 


Excretion of aneurin in the 24 — varied so greatly - 


that no conclusions could be drawn from the findings. 
The parenteral administration of 5 mg. of vitamin B,, 
however, led to a rise in excretion which in all but 7 cases 
exceeded 750 yg. All 4 controls showed a rise in excre- 
tion exceeding this figure, which was taken as the 
minimum limit. This follows Wassmann’s opinion that 
a B, hypovitaminosis exists where less than 750 yg. of 
a 5-mg. dose of aneurin given intramuscularly is excreted 
in the first 24 hours. Excretion was not._reduced in any 
of the cases of polyneuritis, except one. Reduction of 
excretion was found in a patient who had had a gastro- 
jejunostomy for pyloric stenosis 4 years previously, since 
when he had been on a rigorous diet. Excretion. was 
reduced in 1 patient out of 2 with disseminated sclerosis, 
in 1 case of Parkinsonism, and in 1 case with Hodgkin’s 
disease and sprue. Satisfactory excretion tests were 
noted in patients suffering from epilepsy, progressive 
muscular atrophy, pellagra, diabetes with vomiting of 
pregnancy, thyrotoxicosis, and rheumatic fever. 

The author hesitates to conclude that polyneuritis is 
not related to aneurin deficiency, since an adequate diet 
during the days preceding the titrations may have 
corrected a moderate degree of aneurin deficiency should 
this have been present. R. B. Lucas 


471. Evidence for an Adrenergic Component in the 
Nervous Mechanism of Sweating in Man 

H. Haimovict. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
68, 40-41, May, 1948. 13 refs. 


In the Montefiore Hospital, New York, palmar sweat- 
ing was examined by the method of Silverman and 
Powell (Amer. J. med. Sci., 1944, 208, 297) in 24 subjects 
after intravenous injection of an adrenergic-blocking 
agent, “ dibenamine”’ (N,N - dibenzyl - 8 - chloroethyl- 
amine hydrochloride), in doses of 5 mg. per kilo of body 
weight. The substance decreased or abolished sponta- 
neous palmar sweating, concomitant with a dilatation of 
the cutaneous vessels of the hands and fingers, as shown 
by skin temperature measurements. After dibenamine, 


intravenous injection of neosynephrine (0-5 to 1 mg.) 
did not stimulate sweating, while 25 mg. of ‘* mecholyl ” 
subcutaneously induced profuse sweating. It is con- 
cluded that, in addition to the known cholinergic fibres 
supplying the sweat glands, there is also an adrenergic 
component in the nervous mechanism of sweating in man. 
A. Schweitzer 


CIRCULATORY SYSTEM 


472. The Hemoglobin of Healthy College Undergradu- 
ates and Comparisons with Various Medical, Social, 
Physiologic and Other Factors 

C. W. HeatH. Blood [Blood] 3, 566-572, May, 1948. 
14 refs. 


The haemoglobin level (by Sahli and oxygen-capacity 
methods) of 259 healthy undergraduates was correlated 
with various physiological, psychological, and social 
differences. The higher haemoglobin values seemed to 
be significantly associated with greater resting pulse rates, 
both factors possibly depending on emotional factors. 
Otherwise, no significant relations were found. 

Marjorie Le Vay 


473. Normal Blood Counts in Different Seasons 
J. ENGELBRETH-HOLM and A. ViIDEBAEK. Blood [Blood] 
3, 612-616, May, 1948. 1 fig., 9 refs. 


Haemoglobin value by the Haldane method, the red 
cell count, reticulocyte count, white cell count and dif- - 
ferential count, and erythrocyte sedimentation rate were 
studied in 69 healthy medical students in January, March, 
June, and October of one year. The haemoglobin value 
was significantly lower in October, the average reduction 
being 10°% (this fall was not accompanied by a fall in the 
red cell count). The erythrocyte sedimentation rate was 
lowest in June and highest in October. 
counts showed great individual variation but no signifi- 
cant seasonal differences. Marjorie Le Vay 


See also Section Paediatrics, Abstract 621. 


474. The Fifth Coagulation Factor (Factor V). Pre- 
paration and Properties 

P. A. Owren. Biochemical Journal [Biochem J.] 43, 
136-139, 1948. 2 figs., 18 refs. 


The dried preparation of factor V is a white, amorphous 
water-soluble protein material, and in this form it is 
stable indefinitely in sealed bottles. In solution its 
activity decreases at a rate varying with the temperature. 
Its inactivitation by heat, acid, and alkali has already 
been reported (Owren, Acta med. scand., 1947, Suppl. 
194). It is partly adsorbable from plasma with mag- 
nesium hydroxide, aluminium hydroxide, and normal 
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calcium orthophosphate. Without factor V no thrombin 
is formed. Experiments are submitted indicating that 
the prothrombin A of Quick and the accelerator factor 
of Fantl and Nance and of Ware et al. are identical 
with factor V. For details of the preparation of factor 
-V the reader is referred to the original article. The 
yield obtained by the method described was about 60% 
and purification 100 to 150 times in terms of activity per 
mg. of nitrogen. A. W. H. Foxell 


475. The Physiological Activation of Prothrombin 

P. FanTL, and M. H. Nance. Medical Journal of 
Australia [Med. J. Aust.) 1, 128-133, Jan. 31, 1948. 
5 figs., 18 refs. 


Fantl and Nance (Nature, 1946, 158, 708) showed that 
the conversion of prothrombin to thrombin is accelerated 
by a plasma component. Potent prothrombin solutions 
were prepared by elution of prothrombin from barium 
sulphate adsorbates, obtained by treating oxalated 
plasma with barium sulphate suspension. Prothrombin 
accelerator substance was prepared by three different 
procedures. The most active and stable preparation 
was obtained by precipitation of the active globulin 
fraction with 45% ammonium sulphate after removal of 
prothrombin with barium sulphate, and of fibrinogen 
with 30% ammonium sulphate saturation. The active 
substance was shown to be an accelerator of prothrombin 
conversion and not of thrombin action. Owren (Lancet, 
1947, 1, 446) described a rare haemorrhagic condition, 
** parahaemophilia ’, which he showed to be due to a 
deficiency of a new component of the clotting system, 
“factor V”. Accelerator substance is stated to be 
identical with factor V, because like the latter it dis- 
appears from plasma on storage, is precipitated by carbon 
dioxide or by 45% ammonium sulphate saturation, and 
is destroyed by heating to 60° C. for 20 minutes. 

E. F. McCarthy 


See also Section Pathology, Abstract 587. 


476. The Effects of Occlusion with Various Pressures on 
the Blood Flow in the Lower Extremities 

J.C. TERRIER, K.G. WAKIM, and F.H. Krusen. Archives 
of Physical Medicine [Arch. phys. Med.| 29, 391-395, 
July, 1948. 10 refs. 


The authors detected no significant change in the 
circulation in the lower limb after 5 minutes of constant 
occlusion or 1 hour of intermittent occlusion. 

J. H. Cyriax 


477. Temperature Changes in Blood Flowing in Arteries 
and Veins in Man 

H. C. Bazetr, L. Love, M. Newton, L. EISENBERG, 
R. Day, and R. Forster. Journal of Applied Physiology 
[J. appl. Physiol.| 1, 3-19, July, 1948. 6 figs., 18 refs. 


A new type of needle thermocouple has been used by 
the authors in the Department of Physiology, University 
of Pennsylvania, Philadelphia, to determine the blood 
temperatures inside arteries and veins in varying environ- 


mental conditions. The temperatures of the blood 
flowing in the brachial, radial, and common iliac arteries 
and the superficial and deep veins have been recorded, 
Among other findings the following have been demop. 
strated: (a) considerable discrepancies exist between 
the rectal and arterial temperatures; (5) differences jp 
temperatures have been found between the brachial ang 
radial arteries; (c) cooling of a peripheral part of a 
limb produces a temporary rise in the temperature of the 
rectum and central arteries; and (d) during re-warming 
the temperature starts to rise in the peripheral vessels 
while it is falling in the central vessels. It has further 
been demonstrated that a common central temperature, 
as usually indicated by the temperature in the abdominal 
aorta or jugular bulb, is found only under resting con- 
ditions in an individual kept in a warm room for a long 
time. Under everyday conditions there is no such thing 
as a constant biood temperature. Thus, in periods 
of readjustment to outside changes in temperature, 
differences of 0-3° C. per cm. or more were found in the 
blood stream of the main arteries, and Changes of 0-2° C, 
or more have been registered with each pulse wave, 
Attention has also been drawn to the existence of an 
exchange of heat between the arteries and adjacent venae 
comites. This enables the returning blood to be warmed 
as the arterial blood is cooled. The anatomical structure 
of vessels favours such an exchange. 
A. I. Suchett-Kaye 
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478. The Effects of the Rate of Administration of Amino 
Acid Preparations on Urinary Wastage of Amino Acid 
Nitrogen in Man 

C. J. SMytu, S. Levey, and A. G. LasicHak. Journal of 
Clinical Investigation [J. clin. Invest.] 27, 412-417, July, 
1948. 3 figs., 8 refs. P 


The clinical administration intravenously of casein 
hydrolysates is often accompanied by nausea, vomiting, 
flushing, and headache; these symptoms occur more 
frequently if the casein is administered rapidly. Mixtures 
of amino-acids can, however, be given rapidly without 
discomfort to the patient, but since this method might be 
accompanied by considerable urinary wastage, the authors 
have studied the excretion of amino-acid nitrogen during 
a 4-hour period in 15 patients receiving three different 
preparations. It was found that mixtures of amino- 
acids can be given very rapidly without causing increased 
loss in the urine. H. M. Sinclair 


479. An Objective Method of Determining the State of 
Nutrition of Human Subjects. 
COCTOAHHA NMHTAHHA 
A. A. Korovin. Mequunua [Klin. Med., 
Mosk.] 26, No. 8, 52-57, Aug., 1948. 4 figs. 


Dissatisfaction with the present methods of assessing 
the nutritional state of patients led the author to study 
the value of direct measurement of the thickness of the 
subcutaneous layer of fat as an index. In 85 males the 
thickness of the fatty layer was measured in various 
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parts of the trunk by picking up a fold of skin and fat 
between the fingers, measuring the thickness with a ruler, 
and dividing by two. Measurements were made in the 
parasternal line at various levels from clavicle to hypo- 
gastrium. In any individual the thickest layer was found 
in the subcostal region and the thinnest in the subclavicu- 
lar. In different subjects, measurements varied most in 
the former region and least in the latter. Variations in 
the horizontal plane were greatest in the parasternal 
line. Accordingly, the parasternal line in the subcostal 


* region was chosen for comparative measurements. 


From comparison of his figures with actual weights and 
estirthated ideal weights of subjects, the author concludes 
that for men aged 18 to 50 a fatty layer less than 0-6 cm. 
thick indicates malnutrition, a layer 0-7 to 1 cm. thick 
indicates poor nutrition, 1-1 to 1:5 cm. satisfactory 
nutrition, 1-6 to 2 cm. excellent nutrition, and over 2 cm. 
obesity. S. S. B. Gilder 


480. Mineral Balance during Brief Starvation. The 
Effect on Serum Electrolytes and Mineral Balance of 
Maintaining the Intake of Certain Mineral Constituents 
L. E. DUNCAN, R. J. MEYER, and J. E. Howarp. Journal 
of Clinical Investigation [J. clin. Invest.] 27, 389-396, 
July, 1948. 2 figs., 8 refs. 


The authors have attempted to determine the effect of 
complete fasting on the urinary excretion of nitrogen and 
salts when the usual electrolytes of the diet were 
administered orally. 

Two obese males in the Johns Hopkins Hospital, 
Baltimore, were studied during four consecutive periods: 
(1) 4days ona daily diet of 1,200 Calories; (2) 4 days on 
a daily diet of 3,000 ml. of water with a salt mixture; 
(3) 6 days on a daily diet of 1,200 Calories; (4) 4 days 
on a daily diet of 3,000 ml. of water. In 1 case periods 
2 and 4 were reversed. The salt mixture consisted of 
compounds of sodium, potassium, chlorine, calcium, and 
phosphorus. Changes in weight, in electrolyte and 
nitrogen balances, and in certain blood constituents were 
recorded. Administration of the salt mixture did not 
decrease the loss in weight or loss in nitrogen that 
accompanied fasting. 

[It will be noted that the balance studies were carried 
out over very brief periods.] H. M. Sinclair 


481. The Total Specific Dynamic Action of High-protein 
and High-Carbohydrate Diets on Human Subjects 

N. GLICKMAN, H. H. MITCHELL, E. H. LAMBERT, and 
R. W. Keeton. Journal of Nutrition [J. Nutrit.] 36, 
41-57, July 10, 1948. 2 figs., 16 refs. 


The specific dynamic action of two types of meal was 
studied on 6 young men in each case. Both diets pro- 
vided about 1,000 Calories; one contained about 7% 
and the other 37% of protein calories. The metabolic 
Tate was measured for 6 to 7 hours after the meal, at 
tetaperatures of 77° and 60° F. (25° and 15-6°C.). The 
extra heat produced reached a maximum about 2 to 24 
hours after the high-protein meal and about 14 hours 
after the low-protein meal. The extra rate of production 
of calories after the high-protein meal was 33 per hour at 


a maximum and fell to 12 per hour in 6 hours; after the 
low-protein meal it was 21 per hour at a maximum and 
6 per hour after 6 hours. The total extra Calories 
produced were 169 for the high-protein meal and 103 
for the low-protein meal or 17 and 9-6% respectively of 
the total calories consumed. Thus the specific dynamic 
action is an inconsiderable item in the energy metabolism 
of young men and the effect of a high-protein diet com- 
pared -with that of a low-protein diet is negligible in 
increasing the thermal load in a hot environment or 
protecting against a cold environment. J.” Yudkin 


482. The Toxicity of Flours Treated with Various 
Improving ” Agents 

J. L. Rapomski, G. Woopwarp, and A. J. LEHMAN. 
Journal of Nutrition [J. Nutrit.] 36, 15-25, July 10,. 
1948. 7 refs. 


The authors confirmed and extended the observations 
of Mellanby on the production of “‘ canine hysteria *’ or 
“* fright fits ’’ in dogs by feeding with bread made from 
flour treated with agene (nitrogen trichloride). Other 
substances used or suggested for improving flours were 
found not to produce toxic flours. The substances 
tested were oxides of nitrogen, benzoyl peroxide, chlorine, 
chlorine dioxide, and potassium bromate. Gluten 


_treated with agene produced acute fits when fed in single 


doses. The ED 50 (amount which produced an effect 
on 50% of the animals) was about 3-5 g. of agenized 
gluten per kilo of weight. Casein, gluten, and gliadin 
also produced fits after treatment with agene, whilst 
gelatin, in the conditions of this test, did not do so. No 
toxic effects were observed with tryptophan, acetyl- 
tryptophan, tyrosine, methionine, cysteine, or cystine 
after treatment with agene, but a pancreatic digest of 
agene-treated gluten was toxic. Rabbits were as 
sensitive as dogs, cats less so, whilst rats and rhesus 
monkeys appeared to be resistant. J. Yudkin 


483. Blood Regeneration in Women Blood Donors. II. 
Effect of Protein, Vitamin, and Mineral Supplements 

R. M. Leverton, D. SCHLAPHOFF, and M. HUFFSTETTER. 
Journal of the American Dietetic Association (J. Amer. diet. 
Ass.] 24, 480-484, June, 1948. 3 figs., 2 refs. 


The previous report (J. Amer. diet. Ass., 1944, 20, 747) 
showed the improvement in blood regeneration when 
college girls who volunteered as donors received a diet « 
which included 75 g. of protein daily as compared with 
only 50 g. In the present paper, which concludes the 
study, 129 subjects who were treated while acting as 
voluntary blood donors were examined. Certain sub- 
jects received dietary supplements during 5 days before 


‘bleeding (1 pint : 568 ml.): one group received 75 mg. 


of iron daily, a second 75 mg. of iron and 2 mg. of copper 
daily, and a third group a controlled diet containing 
100 g. protein daily. Other groups received low- or 
high-protein diets, and iron (75 mg. daily) or copper (1 
mg. daily) or riboflavin (3 mg. daily), for up to 45 days 
after bleeding. Values for haemoglobin, erythrocytes, 
and serum protein were determined at weekly intervals. 
The best recovery occurred when the donors received a 
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diet which provided 90 g. of protein daily for 6 weeks 
following bleeding; adding iron to this did not improve 
regeneration. Adding iron or copper of riboflavin to 
the controlled diet containing 50 g. of protein daily 
improved the rate of regeneration of haemoglobin. 
Poorest recovery occurred on self-chosen diets and 
unsupplemented controlled diets that supplied only 50 g. 
of protein daily. The results strongly indicate that the 
diets of college girls should provide at least 50 g. of pro- 


_ tein daily when blood regeneration is required. 


H. M. Sinclair 


~ 


484. Determination of Serum Calcium by Turbidimetry 
R. W. WELLS. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 576-578, July, 1948. 1 fig., 
1 ref. 


When serum calcium is precipitated by ammonium 
oxalate an evenly turbid suspension of fine homo- 
geneous calcium oxalate crystals is formed. The light 
absorption of the suspension can be measured easily by a 
photoelectric colorimeter, and since serum calcium values 
vary within narrow limits the light absorption of the 
suspension conforms to Beer’s law. To each of two 
colorimeter tubes 1 ml. of serum is added. The serum in 
the first tube is diluted to 10 ml. with distilled water. 
This tube is used as a blank to compensate for any 
intrinsic light-absorbing qualities of the serum itself. 
To the second tube is added 2 ml. of saturated ammonium 
oxalate solution and 7 ml. of distilled water. The tubes 
are allowed to stand for ten minutes. The blank tube 
is placed in the colorimeter and the scale set to read 100; 
a reading is then obtained from the tube containing the 
turbid suspension, and the serum calcium determined 
from a standard reference curve. This curve is con- 
structed from dilutions of a pooled serum, to 50 ml. of 
which 25 mg. of calcium chloride has been added, and 
the content of calcium determined by the method of 
Clark and Collip. Dilutions containing 2 to 20 mg. per 
100 ml. are employed. 

The results obtained by this method in the Stanford 
University School of Medicine, San Francisco, California, 
are said to approximate closely to those obtained by the 
ordinary permanganate titration. 

O. L. V. de Wesselow 


485. Effect on Growth and Basal Metabolic Rate of 
Excessive Amounts of Some of the B Vitamins in the 
Presence of Added Desiccated Thyroid 


J. ALLARDYCE, E. GORANSON, and E. SINGER. Trans- 


actions of the Royal Society of Canada. Section V. 
Biological Sciences {Trans. R. Soc. Can., Sect. V.] 41, 
35-48, May, 1947. 7 figs., 26 refs. 


Thiamin (aneurin), riboflavin, and pyridoxine, when 
added to the diet of albino rats, effectively reduced the 
action of desiccated thyroid, which causes an increase in 
the basal metabolic rate (B.M.R.) and loss of weight; 
of the three vitamins, riboflavin was the most efficient. 
When, however, this problem was investigated further, 
and desiccated thyroid was given over a longer period 
before riboflavin was added the B.M.R. fell, “* even 


below the original level without the riboflavin supple. 
ments and despite the continued administration of 
thyroid’. Moreover the weight loss during the same 
period decreased, or was corrected. This may explain 
the divergent results obtained in earlier investigations of 
the antithyrogenic influence of certain B vitamins. The 
response was influenced by the age and sex of the rat and 
whether or not it had received similar treatment before, 
Younger animals responded less than did the older ones, 
The increase in the B.M.R. was greater in females than in 
males and in older rats than in younger ones. Loss of 
weight was more pronounced in males. However, when 
desiccated thyroid was again given to the same rats after 
an interval of 88 days, the increase in the B.M.R. was in 
all cases less than expected, suggesting that the rats had 
developed some tolerance during repeated thyroid ad- 
ministration. The rats gained weight more rapidly when 
B vitamins were added to the diet, riboflavin being more 
effective than thiamin or pyridoxine. Riboflavin was 
also more effective in reducing the B.M.R. Another 
series of experiments showed that nicotinamide, calcium 
pantothenate, and p-aminobenzoic acid aided recovery 
after thyroid administration. The most efficient vitamin 
of the group was riboflavin, followed by thiamin, 
p-aminobenzoic acid, nicotinamide, calcium panto- 
thenate, and pyridoxine in that order. Z. A. Leitner 


486. Vitamin C in the Duodenal Contents. (Butamux 
C B 

G. A. SMAGIN. Meguunna [Klin. Med., 
Mosk.] 26, No. 7, 41-45, July, 1948. 


In 1946 it was found that 88% of patients suffering from 
infective hepatitis had ‘vitamin C in their gastric juice, 
but no work has been done on the presence of vitamin C 
in either duodenal contents or bile. 

The author obtained duodenal contents directly from 
the duodenum in three 1-ml. samples labelled A, B, and 
C; these were introduced directly into metaphosphoric 


acid so as not to lose any vitamin content. Blood was _ 


simultaneously taken from the median basilic vein for 
determination of vitamin C. Another set of experiments 
was carried out after 10 ml. of 10% ascorbic acid (vitamin 
C) had been introduced intravenously after the first 
sample of bile (A) was removed. Fifteen minutes later 
the first sample of duodenal contents was obtained and 
marked “‘ A ”’, and then the usual samples B and C were 
withdrawn. In these cases blood was taken three times: 
(1) just before ascorbic acid was injected; (2) 30 minutes 
later; (3) 1 hour later. 

Altogether 68 patients were investigated, 41 with acute 
infective hepatitis and 27 with non-hepatic diseases. 
The following results were obtained in the patients with 
non-hepatic disease. (1) Before injection of ascorbic 
acid. In 5 patients there was no vitamin C. In 12 
patients vitamin C in the duodenal contents averaged 
0-14 mg. per 100 ml. and in blood 0-11 mg. per 100 ml. 
The greatest amount was always found in sample C. 
(2) After injection of vitamin C into 10 patients vitamin 
C was present in the duodenal contents of all patients, 
the average amount being 0-3 mg. per 100 ml.; vitamin 
C in blood after 30 minutes averaged 0-52 mg. per 


a 
: 
| 


yatients, 
vitamin 
ng. per 


NUTRITION 141 


100 ml. The following results were obtained in 35 
men suffering from infective hepatitis. (1) Before 
introduction of ascorbic acid. Vitamin C was present 
in the duodenum of 32 patients, the average amount 
being 0-25 mg. per 100 ml. Vitamin C in blood 
averaged 0-11 mg. per 100 ml. The ratio between 
the maximum concentrations of vitamin C in the 
duodenal contents and in the blood was between 
0-6 and 10, average 2-1, compared with 0-82 in patients 
with non-hepatic disease. (2) Vitamin C was then 


* injected into 21 patients. It was present in the gut of 


all patients, average content being 0-59 mg. per 100 ml. 
Vitamin C in the blood after 30 minutes averaged 0-49 mg. 
per 100 mk 

From the above, it may be concluded that vitamin C is 
present in the duodenum of most patients, irrespective 
of their disease, but in varying proportions. It is prob- 
able that the amount excreted depends on the state of 
the mucous membrane of the duodenum. Patients in 
whom there is considerable liver involvement excrete the 
vitamin into the duodenum more often and in greater 
amounts. It was observed that when the bilirubin 
content of the blood fell, the patient improved and the 
concentration of vitamin C in the duodenum decreased. 

T. Guercken 


487. The Absorption, Destruction, and Excretion of 
Orally Administered Thiamin by Human Subjects 
T. E. FRIEDMANN, T. C. Kmrectak, P. K. KEEGAN, and 


B. B. SHeFrr. Gastroenterology [Gastroenterology] 11, 
100-114, July, 1948. 26 refs. 


Balance experiments were carried out On human 
volunteers to determine the fate of ingested aneurin. 
The uptake of aneurin was calculated by sub- 
tracting the amount recovered in the faeces from the 
amount ingested; and the urinary excretion of aneurin 
was also measured during the experiments. - The subjects 
were on weighed diets of known aneurin content for con- 
trol periods of up to 20 days, and then aneurin hydro- 
chloride or mononitrate was administered orally in 
varying dosage. The greater part of a single dose of 
50 mg. was passed in the faeces at the same time as the 


_ “marker ”’ given with the dose, and the urinary excretion, 


which was maximal on the day following the ingestion, 
did not in any subject exceed 4-58 mg. Experiments in 
which aneurin was given in smaller divided doses with or 
without meals showed that the maximal daily absorption 
of aneurin without wastage in the faeces was 5 mg. but 
that with daily doses varying between 19 and 40 mg. a 
mean of 11-2 mg. (S.D. 1-7 mg.) was removed from the 
faeces. The best uptakes occurred when the aneurin 
was given with meals, but the addition of hydrochloric 
acid did not improve aneurin uptake. The fate of the 
aneurin removed from the faeces was inferred from the 
urinary excretion, which in most subjects accounted for 
just over half of the aneurin taken from the intestine. 
The rest, not usually exceeding 4 mg., was presumably 
destroyed in the tissues, although in a constipated subject 
the destruction was considerable and therefore probably 
took place in the colon. 

Urinary excretion after aneurin ingestion is an in- 


adequate index of “ utilization’. The percentage of 
ingested aneurin which is excreted in the urine after daily 
intakes of up to 10-83 mg. reaches a maximum of 40%, 
and with higher doses the percentage is lower due to 
faecal wastage. 

The authors discuss the mechanisms by which the 
absorption of a readily diffusible substance such as 
aneurin may be prevented by the intestinal cells. 

John Naish 


488. The Influence of Aluminium Alloys of Different 
Composition on the Stability of Ascorbic Acid. (Bnusnue 
CMaBOB aIOMHHHA MapOK Ha yCTOH4H- 
BOCTb aCKOPOHHOBOHM KHCIIOTEI) 

K. M. TikotskAyA. u Canutapua [Gigiena] 
No. 9, 26-29, Sept., 1948. 3 figs. 


Three types of aluminium alloys, containing various 
amounts of Fe, Cu, Si, Mg, Mn, Ni, and Zn, used for the 
making of kitchen utensils and apparatus in food proces- 
sing factories, were tested with aqueous (distilled water) 
solutions of 5 and 10 mg. per 100 ml. of ascorbic acid. 
An alloy containing a small percentage of Cu (not more 
than 0-4%) did not appreciably affect the stability of 
ascorbic acid after boiling for 40 minutes and subsequent 
storage at 75°C. for 2 hours. Tests with two other 
alloys containing higher percentages of Cu and Fe 
showed that the degree of destruction of ascorbic acid 
under identical experimental conditions depended directly 
on the amounts of Cu and Fe, the destruction being 
highest in those alloys with the highest percentage of Cu. 
In view of the evidence obtained by these tests, the 
technique of which is described in detail, it is suggested 
that a system of control should be established to prevent 
the use of unsuitable aluminium alloys for kitchen 
utensils and apparatus in food processing plants. 

H. P. Fox 


489. Absorption and Excretion of Riboflavin in Normal 
Man. (Absorcao e eliminagao da vitamina B, (ribo- 
flavina) no homen normal) 

F. A. GONGALVES FERREIRA. Asmatus Lusitanus [Amatus 
Lusitanus] 6, 456-463, July, 1947. 14 refs. 


Saturation tests were based on the finding that 70 to 
80% of riboflavin is eliminated in the urine within the 
first 5 hours of its ingestion. An elimination of less than 
50%, after oral administration of 5 mg., is a sign of 
deficiency and indicates that the elimination before the 
test was 0-1 mg. in 24 hours. In cases of low values 
yielded by the test the daily administration of 5 mg. had 
to be repeated during several successive days (up to five) 
in order to reach saturation, marked by an elimination of 
over 60% in the first 5 hours. A. Lilker 


490. A Rapid Method for the Estimation of Blood Sugar 
J. KLEEBERG. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 551-553, July, 1948. 5 refs. 


This paper, from the Rothschild—Hadassah Hospital, 
Jerusalem, suggests the use of Moore’s caramelization 
test for a rough bedside estimation of blood sugar 
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After. removal of protein with trichloracetic acid, the 
filtrate is boiled with caustic potash and the yellow colour 
compared with that of a solution of 130 mg. of glucose 
in 100 ml. of distilled water similarly treated. The test 
requires 4 ml. of blood, and may be of use in dis- 
tinguishing hyperglycaemia from hypoglycaemia. 

O. L. V. de Wesselow 


491. Leucopedesis in the Stomach. (K sBompocy o 

G. D. KorzH. [Klin. Med., 
Mosk.] 26, No. 7, 56-61, July, 1948. 7 refs. 


Leucopedesis as a means of establishing pathological 
changes in gastric mucosa has been studied by various 
workers, with inconclusive results. During the war of 
1939-45, when the incidence of gastritis had increased, a 
new method was worked out for investigation of leuco- 
pedesis in gastric juice obtained from the stomach as in a 
fractional test meal, the stimulus to secretion being 
intravenous injection of 10 ml. of 33% alcohol. The 
upper layers of centrifuged samples of gastric juice are 
carefully pipetted off, 1 ml. being left at the bottom of 
the test-tube. This deposit of gastric juice is taken up 
by a pipette used for enumeration of leucocytes in blood, 
and the leucocytes are counted after dilution with 1% 
sodium chloride. 

Altogether 255 patients were investigated, some with 
gastric and duodenal disease, some with other conditions, 
and some healthy controls. In healthy individuals the 
following leucocyte counts were obtained: first hour, 
62 to 183 (average 138) per c.mm.; second hour, 150 to 
300 (average 208-3) per c.mm.° The gastric juice did not 
contain any other elements, such as epithelial cells, 
starch granules, or yeasts. The shape and form of 
leucocytes depended on the amount of hydrochloric acid 
present. In patients with gastritis the results were as 
follows: first hour, 100 to 5,488 (average 1,646), and 
second hour, 100 to 5,000 leucocytes (average 1,118) per 
c.mm. In90% of patients counts were above the normal. 
Most patients had a leucocyte count between 801 and 
1,100. In patients with gastric ulcer figures were lower: 
first hour, 500 to 1,900; second hour, 90 to 1,160. Most 
counts were between 501 and 1,000, and in 89-4% of 
cases leucopedesis was increased and in 10-6% normal. 
Of 70 patients with duodenal ulcer leucopedesis was 
raised in 63 in the first hour (200 to 1,100); in the second 
hour values lay between 62 and 2,450, in most cases 


between 201 and 500. An increased count was noted in 


81-4% of cases. . 

The last group included patients suffering from acute 
infective hepatitis, cardiac and pulmonary diseases, 
hypertension, and cholecystitis. In 60 patients the 
average figure was 482. In 10 the leucocyte count 
reached 1,000, but all these patients had an accompany- 
ing gastritis. Increased leucopedesis was found in 34:2% 
of cases only. The results in the various diseases were 
similar. A different picture was seen in patients with 
cancer of the stomach, but the results were confusing. 
In the first hour the leucocyte count varied between 
287 and 13,000 and in the second hour between 512 and 
5,800. T. Guercken 


492. Duodenal Function in Man. I. Motor ang 
Secretory Function of the Duodenum and their Relation jp 
Healthy Subjects. (K sonpocy 
COCTOAHHM KHUIKH YenoBeKa) 
O. KurarevA. [Klin. Med, 
Mosk.) 26, No. 7, 45-56, July, 1948. 3 figs. 


Duodenal function was investigated in 35 
fasting subjects, 30 men and 5 women; 31 were under 
30 years of age. The fractional test meal was normal 
in every case. A special tube was used for obtaining 
duodenal juice, with an attachment for recording move. 
ments. As soon as the tube was introduced, a clear 
golden yellow juice was secreted and the drum recorded 
intestinal contractions. In other cases the duodenum 
was found to be in a state of rest, and no juice was 
secreted. About 10 to 15 minutes later, the lever was 
seen to rise and fall, and at the same time or a few minutes 
later duodenal juice appeared in the tube. At first the 
duodenal contractions were single or in small groups of 
2 to 5 with an interval of 2 to 5 minutes. Towards the 
end of an hour they began to show a regular rhythm, 
about 11 waves to a minute. This rhythmical contrac. 
tion lasted for about 5 minutes, and stopped abruptly. 
The duodenum then passed into a prolonged state of 
rest. During the first phase or irfegular contraction, a 
polymorphism was found as regards rate, height, and 
character of waves. The change-over to a regular 
rhythm occurred either gradually or after a pause follow. 
ing some irregular contractions. Both irregular and 
regular contractions are only various phases of the same 
form of duodenal peristalsis, the number of contractions 
per minute depending on the tone of the intestine at that 


_ particular moment. 


The motor function of the duodenum was always 
accompanied by secretion, which varied in colour from 
light yellow to golden and dark brown, depending on the 
amount of bile present. The duodenal juice was con- 
tinuously secreted during contractions, but in varying 
amounts. With increased motor function secretion was 
also increased, but the amounts varied in 5-minute 
samples. When regular rhythm began to appear th 
secretion usually diminished and eventually became 
almost colourless. When this colourless secretion ap 
peared the end of the contractions was near. Th 
pause usually lasted for half an hour, and then the 
ducdenum began to function again. 

The intensity and length of various phases wer 
different, not only in different subjects but also in th 
same person at different periods. The period of com 
tractions lasted for 40 to 80 minutes, the number o 
contractions per minute being 2 to 6. The amount o 
duodenal secretion was 30 to 100 ml., or 0-5 to 2 ml. pet 
minute. The period of rest was 15 to 40 minutes. No 
definite relation could be established between the motor 
and secretory function. The quality of the duodenal 
juice had no relation to strength of contraction. In al 
the above experiments either the contractions s 
first, or simultaneously with secretion. In a few casé 
the duodenum was in a state of motor activity for 4 t 
5 hours, but on the following day a definite periodicity 
was noticed. T. Guercken 
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493. The Addiction Liability of Some Drugs of the 
Methadon Series 

H.-Ispett and A. J. EIsENMAN. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 


* 93, 305-313, July, 1948. 3 figs., 5 refs. 


The optical isomers of methadon (“‘physeptone’’) and its 
alcoholic analogue (methedol) were examined. Metha- 
dol and p-methadon had no effect on morphine addicts 
and did not relieve abstinence symptoms. The L-form 
produces euphoria in addicts and relieves abstinence 
symptoms. All the addiction and withdrawal syndrome 
for the racemic form are due to its laevo moiety. DL-iso- 
methadon (6-dimethylamino-5-methyl-4-4-diphenyl-3- 
hexanone) produces euphoria and relieves symptoms of 
morphine abstinence. It produces addiction equally 
with morphine and with similar symptoms. 

V. J. Woolley 


494. Pharmacological Studies on Analgesic Piperidine 
Derivatives 

L. O. RANDALL and G. LEHMANN. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 
93, 314-328, July, 1948. 4 figs., 12 refs. 


Fifty 1-, 4-, 4-substituted derivatives of piperidine have 
been examined. The greatest analgesic potency is 
present in those with an alkyl substitution at 3, and four 
of these are four to eight times as potent as morphine. 
The most potent was L-1,3,-dimethyl-4-phenyl-4-propion- 
oxypiperidine, to which tolerance develops less rapidly 
than to morphine. All the active compounds increase 
intestinal tone in the dog but reduce spasm in isolated 
intestinal strips in vitro. They depress respiration and 
blood pressure, and it is suggested that they stimulate. the 
vagal nucleus. V. J. Woolley 


495. The Effect of d-Tubocurarine Chloride on the 
Heart-Lung Preparation of the Dog 

T. C. Gray and R. A. GreGory. Anaesthesia [Anaes- 
thesia] 3, 17-20, Jan., 1948. 1 fig., 4 refs. 


Despite the fact that d-tubocurarine chloride has been 
reported to have no effect on the electrocardiogram in 
the human subject, it was thought that its use in induction 
of anaesthesia might be responsible for the deterioration 
sometimes observed in the condition of patients with 
poor cardiac reserve. 

The effect of d-tubocurarine chloride on heart action 
was studied in 14 dog heart-lung preparations perfused 
with heparinized blood. The drug was injected into the 
Superior vena cava in amounts varying in different 
experiments from 15 to 70 mg. dissolved in from 1-5 to 
7 ml. of water, the injection occupying 5 to 10 seconds. 
The experiments showed that the injection of d-tubo- 
curarine chloride, in amounts far in excess of*those used 
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clinically, has no effect on cardiac output, arterial blood 
pressure, or coronary flow. The only significant effect 
observed was a slight fall in venous pressure, indicating, 
if anything, an improvement in the state of the cardiac 


muscle. These results were observed in normal hearts - 


and in hearts damaged by previous administration of 
thiopentone alone or thiopentone with adrenaline or by 
the production of partial anoxia. An incidental observa- 


tion suggests that the too rapid injection of thiopentone | 


may be responsible for cardiac deterioration. 
T. J. Evans 


496. Pheeucciinade Comparison of the Optical Isomers 
of Methadon 


C. C. Scott, E. B. Ropsins, and K. K. CHEN. 


of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.) 93, 282-286, July, 1948. 2 figs., 12 refs. 


The racemic form of this compound (“‘ amidone”’, 
“* physeptone ’’) has been resolved into the p- and L-forms 
and these have been compared. Given by injection to 
rats and dogs, the L-form has 7-5 and 25 times the 


analgesic potency of the p-form. Given orally to man, | 


it has 50 times this potency, 3 mg. of the L-form being 
equivalent to 160 mg. of the D-form. In these dosages, 
however, the .t-form caused sleepiness and mental 
inipairment; the p-form only euphoria and some lethargy. 
In dogs under barbiturate anaesthesia the L-form was 
25 times as powerful as the p-form as a respiratory 
depressant and 65 times as powerful as an intestinal 
stimulant. The median lethal doses for mice were 
28:7+4-5 for the L-form and 30-6-+-1 for the p-form. 
J. Woolley 


497. Quantitative Measurement of Uterine Responses 
Using the Strain Gage Dynamometer, with Notes on the 
Effect of Anti-histaminic Drugs on the Rabbit Myometrium 
S. R. M. Reynotps and I. H. Katser. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 93, 196-207, June, 1948. 8 figs., 3 refs. 


Changes in tone and rhythmic contractility of the 
uterus of rabbits anaesthetized with “ dial ’’-urethane 
were measured quantitatively. The changes in intra- 
uterine pressure produce electrical resistance changes in 
the active elements of the strain gauge and these are 
recorded on an oscillograph, the tracing being photo- 
graphed. The records are analysed by measuring the 
areas under the tracing, the results being expressed either 
as percentage changes in activity or as dynes per gramme 
of myometrium per minute, for tone, contractility, and 
total work. [The original paper must be consulted 
for details.] The major effect of 1-5 minims (0-1 ml.) of 
“* pitocin ’”’ (oxytocin) intravenously was an increase in 


tone; after an initial increase in the first 3 minutes, — 


rhythmic activity decreased below the level in the control. 
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The antihistamine substances, “‘ pyribenzamine ’’ and 
“ benadryl ’’, increased both tone and activity of the 
uterus equally. After low doses (0-25 to 0-5 mg. per kg.), 
especially of benadryl, a loss of activity often followed the 
oxytocic effect. In a pregnant rabbit with one uterus 
made sterile by previous ligation of the Fallopian tube, 
records were made from both gravid and non-gravid 
loops. The work done by the gravid uterus was 150-4% 
of that done by the control in the first 3 minutes after 
pyribenzamine, whereas that of the non-gravid uterus 
was 131% of the control figure. The rhythmic activity 
of the non-gravid uterus was affected more than the tone; 
the opposite was true of the gravid uterus. Pyribenz- 
amine had much the same action in pregnant and non- 
pregnant animals. Derek R. Wood 


498. Pharmacological and Physiological Aspects of 
Adrenergic Blockade, with Special Reference to Diben- 
amine 

M. NICKERSON and L: S. GoopMAN. Federation Pro- 
ceedings [Fed. Proc.] 7, 397-409, June, 1948., 12 figs., 
bibliography. 


The authors recapitulate the results published by 
themselves and other workers on the antagonism between 
** dibenamine ” (N,N -dibenzyl- 8-chloroethylamine) and 
adrenaline. Its most characteristic property is that of 
abolishing the motor effects of adrenaline, while all 
others—including muscular inhibition, rise in blood sugar, 
and effects on respiration—are not. affected. It also 
prevents the cardiac arrhythmia caused by cyclopropane 
with adrenaline. It brings about a transient relief of 
moderate essential hypertension. It is irritant to the 
tissues and must be given intravenously; it is a cerebral 
excitant and may cause a reduplicative paramnesia. 
The pressor action of some other sympathomimetic 
amines (including amphetamine) is only slightly affected ; 
susceptibility depends on the presence of a 3,4-catechol 
nucleus and an aliphatic substitution on either the 
nitrogen or f-carbon atom. V. J. Woolley 


499. The Influence of Diphenhydramine Hydrochloride 
and Epinephrine on Glucose Metabolism in the Rabbit 

G. CHEN and I. G. CLarke. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 93, 175- 
179, June, 1948. 1 fig., 14 refs. 


Subcutaneous injection of diphenhydramine hydro- 
chloride (“* benadryl ’’) in a dose of 5 mg. or more per kg. 
causes hyperglycaemia in non-anaesthetized rabbits, 
but this is prevented by pentobarbitone sodium anaes- 
thesia and appears to be due to a central action. The 
hyperglycaemic actions of adrenaline and diphen- 
hydramine are additive, but only the diphenhydramine 
effect is abolished under pentobarbitone anaesthesia. 
It appears that the potentiating effect of diphenhydramine 
on the pressor response to adrenaline, which it was hoped 
that these experiments might help to elucidate, must 
involve a different mechanism from that affecting blood 


- sugar. The local anaesthetic, mydriatic, and adrenaline- 


potentiating properties of diphenhydramine are cocaine- 
like actions and it was found that the hyperglycaemic 


effect of cocaine was also abolished under pentobarbitone 
anaesthesia. [No further conclusions are drawn.] 
Derek R. Wood 


500. The Toxicologic and Antihistaminic Properties of 
N,N’ Ethylene 
diamine Hydrochloride (Diatrin) 

N. Ercout, R. J. SCHACHTER, W. C. HUEPER, and M. N. 
Lewis. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 93, 210-222, June, 1948, 
2 figs., 22 refs. 


“ Diatrin”’ is a thenyl derivative, an analogue of 
** antergan ’’, and has the formula: 


It is an active antihistamine substance, as shown by 
all the usual tests. As with other such substances, intra- 
venous injection of 1 mg. diatrin per kg. causes a transient 
fall of blood pressure in dogs and cats anaesthetized with 
a barbiturate. Data for acute toxicity, convulsive dose, 
and LD 50, are given for diatrin, pyribenzamine ”, 
“ antergan ’’, neoantergan’”’, and “ benadryl”. Dia- 
trin is one-quarter to one-half as toxic as the others, 
Dogs and cats tolerated 50 mg. diatrin intravenously 
better than 50 mg. of benadryl or pyribenzamine. The 
chronic toxicity of diatrin appears to be less than that of 
the other 4 antihistamine substances after repeated 
oral and intravenous administration to rats and rabbits. 
Rabbits tolerated 8 mg. diatrin per kg. intravenously 
5 times a week for 6 weeks. Tolerance occasionally 
developed to the antihistamine substances after repeated 
injections. Repeated sub-lethal doses caused scattered 
lesions in central nervous system, liver, and blood vessels. 
The ratio of tolerated to protective doses of diatrin varied 
from 40 when used to prevent anaphylactic symptoms 
in guinea-pigs to 1,200 when given orally to protect 
guinea-pigs from death due to intravenous injection of 
2 lethal doses of histamine. The therapeutic ratio 
of diatrin given subcutaneously to prevent histamine- 
induced asthma in guinea-pigs was 800. It is uncertain 
which method of testing antihistamine substances has the 
most clinical significance and the lack of correlation 
between antihistamine and anti-anaphylactic activity of 
the various substances is stressed. Derek R. Wood 


501. Comparative Effectiveness of Five Antihistaminics 
vs. Histamine-induced Spasm in Canine Thiry-Vella 


Loops 

B. N. Craver, A. CAMERON, and F. F. YONKMAN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 93, 168-174, June, 1948. 7 figs., 12 refs. 


_ In dogs anaesthetized with pentobarbitone sodium, 
gut movements were recorded by inserting a balloon into 
Thiry-Vella intestinal loops. “ Antergan”’, “ antistin” 
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“benadryl ’’, “‘ neoantergan’’, and pyribenzamine ” 
were effective in preventing the intestinal spasm caused 
by 10 to 20 yg. histamine per kg. intravenously. For 
each of these a minimal effective dose (MED) was found 
after the administration of which the histamine response 
became equal to that in the control not later than after 
the fifth dose of histamine given every 15 minutes after 
the antagonist. The effects of the antagonists were 
additive, mixtures of one-half the MED of 2 substances 
or of one-third the MED of 3 substances having the 


- expected effect of 1 MED of 1 substance. Their modes 


of action are identical or very similar. Neoantergan 
and pyribenzamine, and occasionally antistin, caused 
some stimulation of intestinal activity. The initial brief 
inhibition of motility by histamine after an antagonist 
was probably not due to adrenaline released by the 
histamine, since it still occurred after adrenalectomy. 
Histamine may have a biphasic action, the excitatory 
phase being preferentially depressed by the antagonist. 
Derek R. Wood 


502. Capillary Permeability and Dicoumarol. (Kapil- 
larpermeabilitat und Antithrombon ”’) 

A. NeUMAYR and J. Schweizerische 
Medizinische Wochenschrift. [Schweiz. med. Wschr.] 78, 
616-618, June 26, 1948. 8 refs. 


Dicoumarol (“‘ antithrombon ”’) given in daily doses of 


0-3 to 0-2 g. causes—besides a decrease in prothrombin— © 


increased permeability of the capillaries. This was 
proved by the decrease in water and protein in venous 
blood after 30 minutes’ obstruction of the brachial vein 
by 40 mm. Hg pressure with a sphygmomanometer cuff 
(method of Landis) on 5 healthy persons and 43 patients. 
This effect, especially pronounced in patients with already 
damaged capillaries, may be the cause of the haemor- 
thages sometimes observed after dicoumarol medication. 
Amidopyrine simultaneously given in doses of 2 g. 
daily counteracts this effect. With continuous adminis- 
tration of dicoumarol the effect on the capillaries dis- 
appears. With small doses of dicoumarol (0-1 g. every 
fourth day) the permeability of the capillaries decreases. 
O. Neubauer 


503 Effect of Clot-promoting Phospholipids and Calcium 
Chioride on Heparin in Coagulation of Blood and Plasma 
in vitro. (Ueber die Wirkung gerinnungsférdernder 
Phospholipoide und Calciumchlorid auf Heparin bei der 
Gerinnung von Blut und Plasma in vitro) : 

F. W. KAHNT. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 614-616, June 26, 
1948. 9 refs. 


In ox blood or ox plasma, made incoagulable by 
trisodium citrate (0- 013 molar solution) or heparin 
(0005 to 0-02 mg. in 1 ml.), clotting can be induced 
tither by calcium chloride or by phospholipids pro- 
duced from spinal cord by extraction with ether. 
Combination of both gives an increased effect. An 
optimal effect is reached with concentrations of 2 mg. 
calcium chloride and 0-25 to 0-5 mg. phospholipid per 
0-01 mg. heparin. In plasma, made incoagulable by 

M—L 


citrate and 0-01 mg. heparin, calcium chloride alone does 
not produce clotting, but the combination of it with 
phospholipid is effective. O. Neubauer 


504. Further Studies on the Anticoagulants 

C. RetcH and W. EIsENMENGER. American Journal of 
the Medical Sciences [Amer. J. med. .Sci.] 215, 617-623, 
June, 1948. 1 fig., 13 refs. 


This is a plea, based upon 5 years’ work and a review of 
300 cases, that anticoagulants should be more generally 
employed to prevent post-operative venous thrombosis 
and pulmonary embolism. Likewise, it is urged that 
anticoagulants should be used more than they are at 
present for the prevention of thrombo-embolic pheno- 
mena in cases of coronary occlusion complicated by 
mural infarction. The authors review four groups of 
cases amenable to anticoagulant therapy—namely, 
post-operative cases treated prophylactically to prevent 
thrombotic complications; cases of active venous throm- 
bosis; cases of acute pulmonary embolism; and cases 
of coronary thrombosis. 

Heparin is given as follows. A 10-ml. vial containing 
10 mg. is added to 500 ml. of saline, and the whole is 
administered as a continuous intravenous infusion at 
the rate of 30 drops a minute. Another method is to 
give 50 to 100 mg. of the undiluted substance intra- 
venously every 4or6hours. Estimations of prothrombin 
times are, of course, essential. Dicoumarol, with similar 
precautions about the prothrombin time, can be given in 
dosage of 300 mg. on the first day and 200 mg. or less 
daily thereafter. Combined therapy is nearly always 
required to bring about an immediate response in urgent 
cases. The treatment should begin with heparin and be 
continued with dicoumarol. If, in the course of anti- 
coagulant therapy, bleeding of a serious degree occurs a 
transfusion of fresh blood together with 60 mg. of water- 
soluble vitamin K intravenously will raise the prothrombin 
level promptly. 

[This study, valuable as it is, lacks clear statements as 
to the wide variations in the prothrombin times in 
different circumstances and the possible fallacies associated 
therewith. ] G. F. Walker 


505. Experimental Study of the Comparative Action of 
Heparin and Dicumarol on the in vivo Clot 

L. Loewe, E. Hirscu, D. M. GRAYZEL, and F. KASHDAN. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.) 33, 721-732, June, 1948. 6 figs., bibliography. 


The authors have carried out experiments designed to 
show the effect of heparin and dicoumarol on the in vivo 
clot. Previously two of them had demonstrated that 
heparin caused the dissolution of a thrombus and 
stimulated collateral by-passing of obstruction (Loewe 
and Hirsch, J. Amer. med. Ass., 1947, 133, 1263). 

Venous clots were produced in rabbits by mechanical 
means. Heparinization was effected by means of the 
heparin in Pitkin menstruum preparation (Proc. Soc. 
exp. Biol., N.Y., 1942, 50, 53 and Amer. J. med. Sci., 
1944, 208, 54). The dose varied from 40 to 100 mg. of 


heparin given every 2 to 3 days, being dependent upon 


= 


— 
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the coagulation time, which was kept at not less than 
3 to 4 times the normal level. Dicoumarol was ad- 
ministered orally and parenterally. The oral dose was 
6 mg.; intravenously 12 mg. of the disodium salt was 
given. The details of dosage were governed by the 
estimation of the prothrombin time by the Link modifica- 
tion of Quick’s method. The veins were examined 
microscopically after the anticoagulant had been given 
for 2 weeks. 

When anticoagulant therapy was started 9 days after 
induction of thrombosis it was seen that of 6 veins 
heparinized for 2 weeks 4 were patent and 2 were occluded, 
while in a similar number of veins after dicoumarol 
treatment 2 were patent and 4 were occluded. The 
visible collateral system appeared to be greater in the 
heparinized series. When anticoagulant therapy was 
started 14 days after induction of thrombosis it was 
found that of 8 heparin-treated veins 6 were patent and 
2 showed extensive recanalization, and of 8 dicoumarol- 
treated veins 2 were patent and 2 showed extensive 
recanalization, while 4 were occluded. The coHaterals 
were greater in size and number in the heparin-treated 
groups. 

After a short review of the experimental work on the 
physiology of the anticoagulants, the authors point out 
that there is a time-lag with dicoumarol before the pro- 
thrombin time is effectively prolonged, but that once this 
initial stage is over both anticoagulants cause resumption 
of clinical patency in a large number of veins which have 
been occluded by clots even for up to 2 weeks. They 
favour heparin because it is easier to work with, is safer, 
requires no elaborate laboratory check, and is more 
prompt in action. A, W. H. Foxell 


506. Neurologic Disturbances with Folic Acid Therapy 
P. F. WAGLEY. New England Journal of Medicine [New 
Engl. J. Med.) 238, 11-15, Jan. 1, 1948. 8 refs. 


A report is given of 14 cases of macrocytic anaemia, 10 
cases of pernicious anaemia, 1 case of tropical sprue, 2 
cases of non-tropical sprue, and 1 case of macrocytic 
anaemia associated with gastrectomy. In 5 cases of 
classical pernicious anaemia there was excellent improve- 
ment on intramuscular :refined liver extract, patients 
remaining asymptomatic for several years on 1 U.S.P. unit 
a day (injectable) at intervals of 4 to 6 weeks. Liver 
extract was discontinued and patients received folic acid; 
3 patients suffered neurological relapse with diminished 
vibratory sense; 1 patient also complained of numbness 
of the hands and feet, and developed “* burning” of 
the tongue. These relapses occurred 6 to 12 months 
after the start of folic-acid therapy. Altogether 8 
patients, while taking folic acid, had disturbances of 
varying severity within periods ranging from 8 days to 
12 months. Disturbances included difficulty of urina- 
tion, diminution of vibratory sense, numbness of hands 
and feet, and extensive damage to reticulo-spinal tracts. 
One case, in which glossitis associated with papillary 
injection and petechial haemorrhages was_ noted, 
responded quickly to liver extract. 

In tropical sprue excellent results were seen, but of 2 
patients with non-tropical sprue only 1 had a remission. 


Results with folic acid in a patient with macrocytic 
anaemia and severe neurological changes following g 
gastrectomy 7 years before were disappointing, but jt 
was noted that liver therapy produced slow but progres. 
sive improvement over several months. 

It would seem that the high incidence of pathological 
neurological signs and symptoms in patients with 
pernicious anaemia previously controlled with liver 
extract indicates that folic acid treatment is inadequate, 

Arthur A. Bradley 


507. Ouabagenin 

K. K. Cuen, R. C. ANDERSON, and H. M. Worms, 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 93, 156-160, June, 1948. 2 figs., 11 refs, 


A stock solution of ouabagenin, the aglycone of 
ouabain or G-strophanthin, was prepared from the 
crystalline material in 47-5% ethyl alcohol. From this 
0-1% solution suitable dilutions in saline were injected 
into 11 cats under ether anaesthesia and groups of frogs 
to obtain the mean lethal doses. For cats, ouabagenin 
(238-9 yg. per kg.) was approximately one-half as potent 
as its parent glycoside, ouabain (116 yg. per kg.). For 
frogs, the median systolic dose of ouabagenin was 2:13 pg. 
per g. compared with 0-75 yg. per g. for ouabain. This 
clearly demonstrates that the presence of a sugar on C, 
(in this case rhamnose) enhances the cardiac activity, 
The emetic action of ouabagenin was tested out in non- 
anaesthetized cats by rapid intravenous injection of the 
stock solution. The median emetic dose was 42°5 pg, 
per kg., compared with 58-4 jg. per kg. for ouabain, thus 
indicating that the emetic action in non-anaesthetized 
cats was not only preserved but also unimpaired. No 
convulsions were caused in cats or frogs. 

[Although the above experiments have been completed 
on few animals, the evidence is clear that emetic activity 
is no measure of the cardiac activity. The speed of 
injection may be one of the explanations for this 
phenomenon. ] G. B. West 


508. Effects of Tetraethylammonium Chloride on Blood 
Flow in the Extremities of Man 

O. L. SLAUGHTER, H. S. BRown, and K. G. WaAKM. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.] 33, 743-746, June, 1948. 2 figs., 6 refs. 


Tetraethylammonium chloride was given intra 
venously at the rate of 100 mg. per minute for 3 to4 
minutes to 7 healthy adults. The rate of blood flow to 
the hand and forearm (up to 1 in. (2-5 cm.) above the 
olecranon process) and to foot and calf (to 1 in. below 
the tibial tuberosity) was measured plethysmographically. 
The observations were made in a hot (80° to 85° F.; 
26-6° to 29-5° C.) environment. An increase in blood 
flow up to 100% was shown in the arm and up to 135% 
in the leg, the increase lasting for as long as three 
quarters of an hour after the injection. The subjects 
experienced numbness and tingling, tachycardia, 4 
metallic taste, dryness of the mouth, and variable disturb 
ances of vision with impairment of accommodation. 

H. E. Holling 
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509. Sodium Theophylline Glucinate. A New Theo- 
Preparation 

Ww. D. Paut and A. E. MONTGOMERY. Journal of Iowa 

state Medical Society [J. Iowa med. Soc.) 38, 237-247, 

June, 1948. 1 fig., 43 refs. 


In a study of the effect of theophylline ethylene- 
diamine in the treatment of congestive heart failure it 
was found that it was effective in relieving an attack of 
bronchial asthma. Clinical results were limited by the 


inability of patients to take large doses by mouth without 


experiencing nausea and vomiting. Krantz, of Mary- 
land, succeeded in making a preparation known as 
sodium theophylline glycinate, which is a combination 
of theophylline and glycine; this preparation is well 
tolerated by mouth. 

The authors, working in the Department of Internal 
Medicine, State University of Iowa, showed that the 
precipitability of sodium theophylline glycinate, when 
mixed with hydrochloric acid, is about half that of theo- 
phylline ethylenediamine, its solubility is about one and 
a half times as great as theophylline ethylenediamine, 
and it has considerable buffering power, probably due 
to its glycine content. They state that it is not a true 
chemical compound but a unique mixture. It produced 
an effect on the rabbit’s coronary flow similar to, and 
quantitatively equivalent to, that produced by theophyl- 
line ethylenediamine. When given intravenously in 
man it produced a similar reduction of raised venous 
pressure to that obtained with theophylline ethylene- 
diamine. It also abolished Cheyne-Stokes respiration, 
and reduced abnormally high cerebrospinal-fluid pressure 
when given intravenously in man. In spite of very large 
dosage by mouth (a few patients were given 3-5 g. per 
day for 4 weeks), no signs of irritation of the gastro- 
intestinal tract occurred. If nausea is already present— 
for example, in congestive heart failure—it is preferable 
to administer the drug by rectal suppository (0-85 g.) three 
to six times a day. S. Oram 


510. Effect of Lanatoside C on the Circulation of 
Patients with Congestive Failure. A Study Using Cathe- 
terization of the Right Side of the Heart 

E. A. STEAD, J. V. WARREN, and E. S. BRANNON. 
Archives of Internal Medicine [Arch. intern. Med.] 81, 
282-291, March, 1948. 12 refs. 


The effect of the intravenous injection of 1-6 mg. of 
lanatoside C on the circulation in 22 patients with con- 
gestive failure was observed, auricular catheterization 


being used to obtain samples of mixed venous blood and © 


to measure right atrial pressure. The first measurable 
effect was on auricular pressure, which fell by an average 
of 62 mm. of water. Cardiac output was increased in 
18 patients by an average of 1-6 litres per minute, repre- 
senting an increased flow to the tissues of 575 gallons 
(2,300 litres) daily. This increase resulted primarily from 
a decrease in arterio-venous oxygen difference. There 
was an associated increase in stroke volume, a rise in 
systolic and mean arterial pressure, and a fall in peri- 
pheral resistance. Digitalis may cause a still further rise 
in output in patients with severe anaemia and an already 


high output. The data indicate that lanatoside C in- 
creases the output of the heart in the presence of a normal 
rhythm and that the prime action of digitalis is on the 
ventricular muscle, enabling the ventricles to increase 
their output. No relationship was found between the 
magnitude of fall in venous pressure and the degree of 
increase in cardiac output, and the results therefore con- 
flict with those of McMichael and Sharpey-Schafer 
(Quart. J. Med., 1944, 13, 123) with intravenous 
digoxin ”’. T. Semple 


511. The Effect of Ergot Derivatives on the Circulation 
in Man with Special Reference to Two New Hydrogenated 
Compounds (Dihydroergotamine and Dihydroergocornine) 
H. J. BLUNTSCHLI and R. H. Goetz. American Heart 
Journal [Amer. Heart J.| 35, 873-894, June, 1948. 12 
figs., 47 refs. 


The effect of two new ergot derivatives (dihydroergot- 
amine and dihydroergocornine) on the peripheral 
circulation was tested in 24 human subjects and com- 
pared with that of ergotamine tartrate. Ergotamine 
tartrate and dihydroergotamine have both constrictor 
and dilator effects. The dilator effect of both is abolished 
by sympathectomy. Dihydroergocornine has no con- 
strictor effect; its dilator action is abolished by sympath- 
ectomy; it is suggested that this drug might be of value 
in vasospastic conditions. R. T. Grant 
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512. The Chronic Oral Toxicity of Chloroquine 

O. G. FirzHuGu, A. A. NELSON, and O. L. HOLLAND. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 93, 147-152, June, 1948. 1 fig., 7 refs. 


Chloroquine is one of the few promising antimalarial 
drugs among the thousands tested during the past few 
years. Its chronic oral toxicity is therefore of paramount 
importance. Groups of weanling rats were fed over a 
2-year period on diets containing up to 1,000 parts per 
million (p.p.m.) of chloroquine, and the effects on growth 
and food consumption noted. All the animals were kept 
in individual cages in a room with controlled temperature 
and humidity. At 400 p.p.m., there was a significant 
inhibition of growth during the first 3 months of the 
experiment, though this was made up later; at 800 p.p.m. 
and over, there was a marked interference with growth, 
and all rats receiving these higher concentrations died 
within the first year. The outstanding change in the 
blood studies was a leucocytosis, predominantly neutro- 
philic, and this was well shown with concentrations of 
400 p.p.m. level and over. At necropsy, gross lesions 
varied in degree according to the concentration, being 
minimal with the lowest dosage. These lesions included 
testicular atrophy, the presence of foamy macrophages 
in several locations, pigment in uterine muscle and renal 
convoluted tubular cells, and degenerative changes in 
the pancreatic acinar cells. The really serious lesions 
were: (a) a slowly-developing focal necrosis of striated 
muscle, particularly cardiac, and (b) a moderate degree 
of centrilobular hepatic necrosis and fibrosis. In relation 
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to body weight of the rat, the lowest dosage of chloro- 
quine which produced slight toxic effects in some animals 
corresponded to approximately 4 mg. per kg. per day for 
2 years. The recommended dose in human malaria is 
300 mg. given on the same day each week for suppression ; 
for the treatment of an acute attack of vivax malaria, 
600 mg. as an initial dose should be followed by an 
additional 300 mg. after 6 to 8 hours and a single dose 
of 300 mg. on each of the next 2 days. These doses are 
approaching the toxic levels found in rats. 

[Small numbers of rats per group were used, but the 
result was clear-cut. It appears that the prophylactic 
dosage in man approximately corresponds to the lowest 
dosage just producing toxic reactions in the rat; the 
results of this work are therefore important.] 

G. B. West 


513. The Bacteriostatic and Bactericidal Actions of 
Some Mercurial Compounds on Hemolytic Streptococci. 
In Vivo and in Vitro Studies 

H. E. Morton, L. L..Nort, and F. B. ENGLey. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
136, 37-41, Jan. 3, 1948. 30 refs. 


The experiments described in this paper were designed 
to determine: (a) the effect of some of the commonly 
used organic mercurial compounds on a non-sporing 
organism pathogenic to man and the mouse, and 
(6) whether virulence is impaired by exposure of the 
bacterium to bacteriostatic concentrations of these sub- 
stances. The compounds tested were “ mercurochrome.”’ 
(the disodium salt of 2,7-dibrom-4-hydroxymercuri- 
fluorescein), merthiolate’’ (sodium ethylmercurithio- 
salicylate), and “‘ metaphen ” (the anhydride of 4-nitro-3 
hydroxymercuri-orthocresol). Samples of these drugs 
were purchased from various pharmacies and used 
undiluted or diluted as for the standard phenol coefficient 
test. The test organism was a strain of Streptococcus 
pyogenes, C203M, which was consistently lethal to white 
mice in an intraperitoneal inoculum of 1 ml. of a 1 in 
10,000,000 dilution of a 24-hour broth culture (approxi- 
mately 4 viable organisms). A “ bacto’’-beef extract 
broth containing 10% defibrinated horse blood was used 
for preserving this strain and for the initial cultures 
employed in the disinfection tests. Linden’s modifica- 
tion of Brewer’s thioglycollate medium was used as a 
subculturing medium capable of neutralizing the bacterio- 
static action of mercurial compounds; it supported 
growth of streptococci quite as well as blood broth. 

The disinfection tests were performed at room tempera- 
ture, as follows: 1 ml. of a 24-hour broth culture was 
added to 10 ml. of the disinfectant dilution; after 5, 10, 
and 15 minutes 1 ml. of the culture-disinfectant mixture 
was removed, 0-5 ml. being added to 11 ml. of blood 
broth, 0-5 ml. to 11 ml. of the thioglycollate medium. 
The subcultures were incubated at 37° C. and discarded 
at 7 days unless growth had occurred earlier. In addition, 
after 10 minutes’ contact, 1 ml. (or less if the disinfectant 
dilution was itself toxic for mice) was injected intra- 
peritoneally into mice and cultures were made from the 
heart’s blood of those dying within 8 days. As controls, 
similar concentrations of germicide without bacteria and 
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of bacteria without germicide were injected into mice to 
prove that mice were not killed by the germicide and that 
the virulence of the culture was maintained. 

These experiments fully confirm the findings of previous 
workers that sterility tests of bacteria-germicide mixtures 
are unreliable unless a medium capable of neutralizing 
the bacteriostatic action of mercurial compounds is used, 
Thus the blood broth subcultures made after 5, 10, ang 
15 minutes’ exposure of Streptococcus pyogenes to 4 
concentration of 2% mercurochrome, | in 500 metaphen, 
or 1 in 1,000 merthiolate appeared sterile while growth 
occurred in all the parallel subcultures in thioglycollate 
medium. The majority of the mice inoculated after 
10 minutes’ exposure of streptococci to the above con- 
centrations died, showing that exposure to sublethal 
concentrations of these disinfectants does not materially 
alter the bacterial virulence. From these and similar 
experiments, it is concluded that the organic mercurial 
compounds, mercurochrome”’, merthiolate’’, and 


-“* metaphen’”’, as supplied in aqueous solutions on the 


market possess many shortcomings as disinfectants, and 
attention is drawn to the reports of several workers that 
these compounds are more toxic for leucocytes and 
embryonic tissue cells than for bacteria. A.C. Cunliffe 


514. Pathological Findings after Treatment of Affections 
with Urethane. (Pathologisch-anatomische Beobacht- 
ungen an urethanbehandelten Erkrankungen) 

E. Letrerer. Klinische Wochenschrift [Klin. Wschr, 
26, 385-390, July 1, 1948. 5 figs., 3 refs. 


515. Treatment of Non-leukaemic Diseases, especially 
Hodgkin’s Disease, with Urethane, with Observations on 
the Mechanism of its Action. (Behandlung auch nicht- 
leukamischer Erkrankungen, insbesondere der 
granulomatose, mit Urethan nebst Bemerkungen iiber 
den Mechanismus der Urethanwirkung) 

H. E. Bock. Klinische Wochenschrift [Klin. Wschr.] %, 
390-396, July 1, 1948. 8 figs., 28 refs. 


516. Experimental Investigations on the Effect of 
Urethane on Phagocytosis, Storage, and Inflammation. 
(Experimentelle Untersuchungen iiber die Wirkung von 
Urethan auf Phagocytose, Speicherung und Entziindung) 
W.. MassHorr, W. HEINZEL, G. D. von Rom, and M. 
Stess. Klinische Wochenschrift [Klin. Wschr.] 26, 
400, July 1, 1948. 3 figs., 13 refs. 


These three papers record the experience of urethane 
gained in the departments of pathology and medicine at 
Tiibingen University. 

In 2 cases of Hodgkin’s disease, 1 case of myeloid 
leukaemia and 1 case of hypernephroma of the right 
kidney treated with urethane, the pathological changes 
were strikingly similar. All 4 patients died of broncho- 
pneumonia. The alveoli contained fibrin and many 
pyknotic and dead nuclei but few granulocytes, and in 
sections findings were reminiscent of those in agranulo- 
cytosis. The femoral bone marrow contained few 
mature cells, and except in the leukaemic case was 
poorly cellular. This corresponded to the sternal 
marrow biopsy findings. In the spleen and the lymph 
nodes the lymphocytes were decreased, but there was 
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some reticular proliferation, an increase of collagen, and 
commencing fibrosis. The clinical and haematological 
observations on lymphatic leukaemia treated by urethane 
are quite different, perhaps because the cells of lymphatic 
leukaemia are functionally altered in spite of the absence 
of morphological differences from the tissue in lymph 
nodes. 

In these cases, and others of various carcinomata and 


multiple myeloma, the clinician found urethane to be 


unsuccessful. In 5 cases of lymphosarcoma the spleen 
‘and lymph nodes diminished in size for a time. Alto- 
gether 8 cases of Hodgkin’s disease were treated and 
observed by serial lymph node biopsy. The cases with 
a rapid onset responded relatively well; in 1 case 
“enormous lymph nodes melted away”. Agranulo- 
cytosis is a real danger. ‘‘ Functional agranulocytosis 
may precede quantitative neutropenia.” In 3 cases of 
pernicious anaemia and 2 of sprue the megaloblast 
content of the marrow decreased with urethane, but there 
was no normoblastic transformation. Two cases of 
haemolytic icterus and 3 cases of polycythaemia showed 
no appreciable changes. Urethane is a mitotic, but also 
a nuclear and cytoplasmic, poison. The myeloid cells 
often show clumping of the oxidase-positive granules, 
and their oxygen consumption is reduced. 

In the experimental study the phagocytosis of starch by 
leucocytes was diminished by a concentration of urethane 
as low as 0-3%. The metabolism of leucocytes was 
reduced by a third. The storage of dyes in the livers of 
mice treated with urethane was diminished. Guinea- 
pigs were given urethane and then artificial abscesses were 
produced by turpentine. The numbers of neutrophil 
cells and histiocytes were reduced in the abscesses and 
the bone marrow became less cellular. Higher doses 
also reduced erythropoiesis. Urethane not only causes 
arrest of mitotic processes, but is also a general cellular 
poison. E. Neumark 


517. Further Observations on the Chemotherapy of 
Experimental Staphylococcal Infection in Mice with Drugs 
of the Sulphonamide Group, Penicillin and Antitoxin 

P. BROWNING and K. M. CaLver. Journal of Pathology 


and Bacteriology [{J. Path. Bact.) 59, 417-423, July, 1947. . 


12 refs. 


In earlier experiments (J. Path. Bact., 1940, 50, 431) 
sulphapyridine and mono-acetyldiaminodiphenylsulphone 
had proved more effective than “‘ prontosil ’’ and sulph- 
anilamide in the treatment of experimental staphylococcal 
infection in mice; the advantage of combined therapy 
with staphylococcal antitoxin was also demonstrated. 
In the present investigation the effects of penicillin, 
sulphathiazole, ‘‘ sulphamezathine”’’ (sulphadimethyl- 
pyrimidine), and mono-acetyldiaminodiphenylsulphone 
were compared, alone and with antitoxin. 

The strain used was a pigmented coagulase-positive 
staphylococcus isolated from pyaemia in a lamb; its 
virulence was satisfactorily maintained by alternate 


‘Mouse-passage and heart blood culture on “* hormone ” 


agar. In therapeutic tests an intraperitoneal inoculum 
of one-fortieth of the. growth from an 18-hour slope 
culture suspended in 0-5 ml. of 5% aqueous mucin was 


used. Antitoxin, when given,was injected subcutaneously 
in a dose of 120 to 150 international units 18 hours before 
injection. The sulphonamides were administered sub- 
cutaneously immediately after inoculation, 5 hours and 
24 hours later, in doses optimal for streptococcal infec- 
tions in mice. Penicillin was given subcutaneously in 
aqueous solution in three equal doses of either 25 or 
150 units per 20 g. mouse. Each treatment group 
contained 26 to 80 animals and was observed for 3 weeks 
after infection; deaths within 5 days were recorded as 
“* acute deaths ’’, later death from staphylococcal septic- 
aemia and development of severe abscesses as “* chronic 
infections”. In all survivors from sulphonamide or 
antitoxin treatment, as well as the few untreated survivors, 
some form of local infection of the abdominal wall 
developed, but all appeared free from staphylococcal 
infection when killed at 3 to 4 weeks. In striking con- 
trast, no abscesses formed in a large proportion of the 
survivors from penicillin-treated groups. 

The proportion of survivors treated with antitoxin 
alone was greater than with sulphone or sulphathiazole 
alone, 36-1% compared with 19-2 and 15-4% respectively. 
As a result of antitoxin plus sulphonamide therapy, there 
were 60°8% survivors with sulphathiazole, 44-4% with 
sulphamezathine, and 36-1% with sulphone. This last 
figure, which represents a therapeutic result no better 
than that with antitoxin alone, is at variance with the 
authors’ previous experience and may be related to the 
toxicity of the particular drug product used. 

The highest survival rate (73-8%) was found in the 
group receiving large doses of penicillin; small doses 
were no more effective than antitoxin alone, but the 
combination of antitoxin with small doses of penicillin 
gave a rate (66°6%) little different from that obtained 
with large doses. The animals receiving antitoxin were 
never as ill during the first 6 to 8 hours after inoculation 
as those treated with a drug alone and it is suggested 
that combined antitoxin and penicillin therapy might be 
advantageous in human staphylococcal infections where 
toxaemia is marked. A, C. Cunliffe 


518. The Effect of Quantitative and Qualitative Protein 
Deficiency on Tolerance to Emetine 

K. GUGGENHEIM and E. BUECHLER. Journal of Pharma- 
cology and Experimental Therapeutics {[J. Pharmacol.] 93, 
273-276, July, 1948. 14 refs. 


It is well known that the protein content of the diet 
is of importance in determining the susceptibility to 
poisoning with various drugs, including emetine. A low- 
protein diet (3% casein) for 4 weeks decreased the resist- 
ance of normal male rats to daily subcutaneous injections 
of 0-3 mg. emetine hydrochloride per 100 g. body weight, 
the mean survival time being 11-4 days. On diets con- 
taining 9 and 18% casein, the corresponding mean survival 
times were 14:3 and 17-6 days respectively. An 18% 
casein diet given during the period of treatment of emetine 
cancelled the resistance-decreasing effect of a 3% casein 
diet given for 4 weeks before the treatment. A diet 
containing 36% casein, administered during the period 
of treatment, did not provide more resistance to emetine 


poisoning than did the 18% casein diet. The effects of 


Lice to 
d that 

Xtures 
alizing 
used, 
0, and 
aphen, | 
srowth 
collate 
| after | 
blethal | 
terially 
similar | 
rcurial 
and 
on the | 
ts, and 
rs that 
es and 
nliffe 
ections 
Ybacht- 
W schr.} 
pecially 
ions on 
nicht- 
ympho- 

iiber | 
hr.) 26, 
fect of 

mation. 

ing von 

ind M. 

6, 397- 


150 PHARMACOLOGY AND THERAPEUTICS 


various food proteins fed at 9% levels were compared in 
pair-feeding tests; those of egg and meat were the best 
in spite of their different growth-promoting qualities; 
casein and soya bean ranked next, and maize and peanut 
proteins were the least effective against emetine poisoning 
as well as in their growth-promoting efficiency. 

G. B. West 


519. The Absorption, Distribution, Excretion and Fate 
of para-Aminosalicylic Acid 

E. L. Way, P. K. Smiru, D. L. Howie, R. Weiss, and 
R. Swanson. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 93, 368-382, July, 1948. 
7 figs., 22 refs. 


p-Aminosalicylic acid was determined spectrophoto- 
metrically, by a modified Bratton—Marshall method. 
When the conjugated amine was to be determined, it was 
hydrolysed by 2:4 N hydrochloric acid at 38° C. for 18 
hours, as the free acid rapidly decomposes above 50° C. 
The method is not specific, many aromatic amines being 
estimated at the same time. Recovery of the acid added 
to minced tissue or to urine was 90% or more, except 
in the case of brain (only 80%). Free phenol groups in 
urine were determined by a modified Brodie method but 
the values obtained are not considered reliable for 
reasons given. 

In rats given 200 mg. per kg. intravenously and killed 
at varying times afterwards, the highest concentration 
was found in the kidney, the next highest being in the 
lung and liver, with appreciable amounts of the con- 
jugated form in the last. These levels fell very rapidly 
and, after 4 hours, only traces were found in organs 
other than the intestinal tract. After 2 hours, only 
about 20% of the amount given could be found in the 
rat carcase, practically all the remainder being in the 
urine. No evidence of storage could be found in rats 
given six doses of 200 mg. per kg. within 48 hours. 
Other rats were givén similar amounts by mouth. The 
drug is rapidly absorbed, for within 4 hours 80% can be 
recovered from the urine and the levels in the alimentary 
tract are about the same as after intravenous injection, 
Suggesting that some excretion occurs through the gut. 
A considerable proportion of the drug present in the blood 
is bound to the plasma proteins, 50 to 60°% in man with 
plasma levels of 40 to 100 mg. per litre. Similar results 
were obtained in vitro with crystalline bovine albumin. 
Of the amount present in the blood of the dog and of man, 
about 70 to 80% was in the plasma. 

In dogs, after a single dose of 100 mg. per kg. intra- 
venously, the plasma-concentration time curve and the 
excretion curve were plotted. The former showed a fall 
from 200 mg. per litre at 15 minutes to less than 20 at 
7 hours. The excretion curve shows the great speed at 
which the drug is lost to the body. About 85% was 

“accounted for as unconjugated amine or phenol in the 
urine. The drug was given orally in single 4 g. doses to 
volunteers and in 2-5 g. doses, repeated 6-hourly for four 
or five doses, to tuberculous patients. It was rapidly 
absorbed, for in the former group the peak concentration 
in the plasma occurred in the second hour and 85% 
could be found, free or acetylated, in the urine within 


7 hours. In the latter group the peak plasma level for 
the free acid was about the same as in the former, with 
slightly more in the conjugated form. Again, about 
85% of the total amount given was found in the urine, 
In view of the rapid excretion in man, it is suggested 
that 4-hourly doses are necessary to maintain efficient 
plasma levels. It is also suggested that the sodium salt, 
and not the free acid, be used for two reasons, first the 
risk of renal damage from theinsolubility of the acetylated 
form, in which from 50 to 75% of the drug is excreted, 
and secondly the prevention of acidosis. 

Further experiments showed that in a single individual 
who had taken 10 g. in divided doses over 12 hours, 60% 
of the urinary amines was present as the acetylated 
derivative, 13% as p-aminosalicyluric acid, and the 
remainder as an unidentified free and an unidentified 
conjugated amine. No evidence of any glycuronic acid 
derivative was found. Reginald St. A. Heathcote 
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520. The Effect of Penicillin upon the Coagulability of 
the Blood 

M. WEINER, K. ZELTMACHER, and S. SHAPIRO. Experi- 
mental Medicine and Surgery [Exp. Med. Surg.] 6, 181- 
188, May—Aug., 1948. 1 fig., 13 refs. 


The authors report a detailed study of the blood in 
7 patients receiving 300,000 to 400,000 units of penicillin 
in “‘ emulgen”’ (an oil-and-wax vehicle) every 8 hours, 
and in 2 subjects who received emulgen alone. They 
could find no evidence that the penicillin therapy, which 
maintained an adequate concentration in the blood, 
played an active part in the development of intravascular 
clotting. In 2 cases the clotting time determined by 
their rotating tube method was reduced, and in 2 cases 
the prothrombin time in diluted 12-5% plasma was slightly 
prolonged, but all the other tests, which included 
fibrinogen estimations, platelet counts, and tests of plate- 
let adhesiveness, revealed no significant variations. 

E. T. Ruston 


521. Massive Dosage of Penicillin Administered by 
Continuous Intramuscular Infusion 

R. L. FisHer and M. ZUKERMAN. Annals of Internal 
Medicine [Ann. intern. Med.] 28, 1143-1149, June, 1948. 
6 refs. 


These authors devised the method of administration of 
massive doses of penicillin by continuous intramuscular 
infusion. The technique was as follows. The dos 
varied from 500,000 to 2,000,000 units of penicillin 
administered daily for a period of 3 to 19 days. The 
first 9 patients were given crude penicillin and the last 
15 penicillin G. The penicillin was dissolved in 500 ml. 
of 5% glucose in water. A No. 20 gauge spinal needle 
was inserted in the lateral aspect of the thigh after 
infiltration of the latter with 1% procaine hydrochloride. 
Ten ml. of 1% procaine hydrochloride was added to the 
penicillin solution and slow continuous infusion was 
started, 500 ml. of the solution being administered each 
24 hours—an average of 4 to 6 drops per minute. It was 
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found advantageous to insert the needle into the opposite 
thigh every 3 to 4 days. It was necessary to discard the 
spinal needle after an average of 2 to 3 courses of penicillin 
because the needle became rusty and broke easily. 

The authors found this method useful when massive 
dosage was indicated, when nurses were busy and 
scarce, when hospital admission was not feasible, when 
the patient objected to multiple injections, and when 
veins were not available for intravenous therapy. 

A few local complications were observed, including 


. cellulitis of the thigh, abscess formation at the site of 


injection, and subcutaneous emphysema. General re- 
actions included urticaria, chills, anorexia, and a Herx- 
heimer reaction in one case. 

[On the whole the small series represents an interesting 
piece of enterprise not without dangers and dis- 
advantages. ] G. F. Walker 


522. Cytochemical Mechanisms of Penicillin Action. 
Vy. Comparative Effects of Ribonuclease, Cobra Venom, 
and Penicillin on Susceptible Bacteria 

J. DurrENoy and R. Pratt. Journal of Bacteriology [J. 
Bact.| 55, 525-530, April, 1948. 24 refs. 


The work reported in this paper is a continuation of 
studies made in the University of California College of 
Pharmacy, San Francisco. When the cup-method was 
used solutions of penicillin, ribonuclease, and cobra 
venom produced zones of inhibition surrounded by a 
narrow ring of enhanced growth. Cytochemical re- 
actions revealed that within the zones the organisms had 
been deprived of their ribose nucleic acid constituents, and 
dehydrogenase activity was low or absent. The exact 
opposite was true of the surrounding rim of intense 
R. Salm 


523. The Effect of Penicillin on the Growth of Myco- 
bacterium tuberculosis in Dubos’ Medium 

M. SoLtotorovsky, E. J. BuGir, and B. M. Frost. 
Journal of Bacteriology [J. Bact.] 55, 555-559, April, 
1948. 10 refs. 


In experiments carried out at the Merck Institute for 
Therapeutic Research, Rahway, N.J., the growth of 
Mycobacterium tuberculosis in Dubos’s medium was 
inhibited by penicillin concentrations varying from 1 to 
200 units per ml. Bovine and avian strains were more 
sensitive than human strains. R. Salm 


524. Inhibition of Glycolysis in vitro by Impure Penicillin 
E. Kun. Science [Science] 108, 117-118, July 30, 1948. 
4 refs. 


Impure penicillin containing approximately 5,000 units 
per ml. significantly inhibited (24 to 50%) the glycolysis 
(aerobic and anaerobic) of mouse liver and muscle, and 
mouse sarcoma tissues. Glycolysis was determined 
manometrically by ascertaining the amount of carbon 
dioxide formed in 20 minutes. Crystalline penicillin G 
(15,000 units per ml.) had no inhibitory effect on 
glycolysis. R. Wien 


525. Coagulase-positive Staphylococci Resistant to 
Penicillin 

M. Barser. Journal of Pathology and Bacteriology {J. 
Path. Bact.) 59, 373-384, July, 1947. 5 figs., 19 refs. 


Penicillin-resistant staphylococci were recovered from 
a variety of suppurative conditions, the work being done 
in a hospital laboratory where one or more colonies from 
every plate culture yielding coagulase-positive staphy- 
lococci were tested for penicillin sensitivity by the ditch- 
plate method. Twenty-five penicillin-resistant strains 
were isolated from 200 patients with coagulase-positive 
staphylococci. On six occasions penicillin-resistant and 
penicillin-sensitive organisms were obtained from the 
same patient, on four occasions from the same specimen. 
Seven of the penicillin-resistant strains were resistant to 
sulphathiazole at a concentration of 1 in 20,000; all were 
as sensitive to streptomycin as the Oxford staphylococcus. 
All strains judged penicillin-resistant by the ditch-plate 
method were retested by the serial-dilution method in 
broth with a standard inoculum of approximately 50,000 
viable organisms; their resistance varied from 4 to 
64 times that of the Oxford staphylococcus. Emphasis 
is laid on the importance of the inoculum size when 
testing for penicillin sensitivity; whereas penicillin- 
sensitive organisms such as the Oxford staphylococcus 
show little individual variation in resistance whether 
inocula are large or small, the degree of resistance of a 
resistant strain may vary more than 800-fold according 
to the inoculum. It is suggested that the big variations 
recorded by previous workers may be largely due to 
differences in technique. 

All the resistant strains and twelve penicillin-sensitive 
strains were tested for their capacity to destroy penicillin, 
equal quantities of bacterial culture and penicillin solu- 
tion (4 units per ml.) being mixed and the penicillin 
content of fhe mixture subsequently titrated by the 
cylinder-plate method; all twenty-five resistant strains 
destroyed completely this amount of penicillin; no 
penicillin inactivation, however, was detected with any 
of the sensitive strains or with a penicillin-resistant strain 
of the Oxford staphylococcus, whose resistance was 
acquired in vitro. It was impossible to differentiate 
between resistant and sensitive strains on grounds of 
morphology, cultural appearances, biochemical reactions, 
or pathogenicity to rabbits. 

The author does not consider that staphylococci 
readily acquire resistance to penicillin during treatment 
and believes that cross-infections and undetected double 
infections account for the fact that resistant strains are 
more common in penicillin-treated than in untreated 
patients. If, as frequently occurs, both resistant and 
sensitive staphylococci are present in the same culture, 
penicillin’ treatment will favour the survival of the resist- 
ant organisms. In six out of seven instances when resist- 
ant and sensitive strains were isolated from the same 
patient they belonged to different serological and 


‘bacteriophage types. In one instance there was strong 


evidence of re-infection; thirty-one colonies from a 
culture of sputum tested before treatment were penicillin- 
sensitive, whereas all thirty colonies tested after treatment 
were highly resistant; two representative colonies from 
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the first specimen were of type I, bacteriophage reaction 
29/52; two from the second gave no bacteriophage 
reaction and were of type III/5. A. C. Cunliffe 


See also Section Microbiology, Abstract 603. 


526. Effect of Penicillin on Proteus vulgaris. [In 
English] 

O. LaAHELLE. Acta Pathologica’ et Méicrobiologica 
Scandinavica [Acta path. microbiol. scand.} 25, 519-528, 
1948. 7 figs., 18 refs. 


The resistance. to penicillin of ten strains of Proteus 
vulgaris was found to vary from 8 to 63 units per ml. 
When cultured in media containing weak concentrations 
of penicillin this resistance increased rapidly, the bacilli 
multiplying in broth containing up to 3,000 units of 
penicillin per ml., but this resistance was lost again on 
subculture in ordinary broth. When observing plated- 
out bacilli on penicillin-agar by direct microscopy it was 
found that they increased at first in size but not in 
numbers. In addition, larger spherical bodies appeared, 
the nature of which was not further elaborated, though 
they were thought to be bacterial variations. The 
bacillary forms were lysed after 6 hours’ incubation, 
whereas the latter remained better preserved throughout 
the experiments. In in vivo experiments the increase in 
resistance of P. vulgaris to penicillin was small. 

R. Salm 


See also Section Microbiology, Abstracts 597, 600-2, 
607, and Section Paediatrics, Abstract 626. 


OTHER ANTIBIOTICS 


527. Streptomycin Therapy. The Pathologic Basis of 
Vestibular Disturbances 

J. M. Niectsen and C. MarsH. Bulletin of the Los 
Angeles Neurological Society [Bull. Los Angeles neurol. 
Soc.] 13, 99-103, June, 1948. 2 figs., 1 ref. 


In 4 cases of tuberculosis treated with streptomycin 
toxic symptoms related to the vestibular apparatus were 
observed. Ina fifth case death from tuberculous menin- 
gitis occurred after the organism had become strepto- 
mycin-resistant. Sections from the brain-stem at the 
level of the cochlear and vestibular nuclei showed 
definite changes in the ganglion cells of the dorsal and 
ventral cochlear nuclei and of the medial vestibular 
apparatus. These ranged from complete cellular destruc- 
tion with loss of all cytoplasmic chromatin material to 
pyknotic appearances in the nuclei. In some instances 
only faint shadows signified the site of the previously 
functioning cell. Similar changes were seen in the cells 
of the inferior olivary nucleus and to a lesser extent in 
those of the cerebral cortex. Myelin sheath stains 
revealed only a minor degree of demyelinization, involving 
the cochlear and vestibular divisions of the eighth nerve, 


. the medial longitudinal fasciculus, and the medial 


lemniscus. 
[The authors supply no clinical data of the fatal case 
of tuberculous meningitis, and its investigation by 


histological methods limited to ee and 
iron-haematoxylin stains leaves much to be desired.] 
; R. M. Stewart 


528. Streptomycin Treatment. (Streptomycinterapi) 
G. LINDGREN and B. SJGGREN. Nordisk Medicin (Nord. 
Med.) 38, 980-985, May 14, 1948. 1 fig. 


| Streptomycin treatment of 290 cases of a variety of 
conditions is reported; the series includes 89 cases of 
urinary tract infection, 27 of purulent meningitis, and 
76 of tuberculosis. 

For urinary tract infections the streptomycin was given 
intramuscularly, and combined in most cases with 
alkalinization of urine. Results were better if the total 
dose exceeded 15 g. and if there was no complicating 
factor such as tumour, stone, or stricture. Of the 
uncomplicated conditions 68% improved (sterile urine 
for 14 days after stopping treatment) and of the 
complicated 44%. 

Of the 27 cases of purulent meningitis 22 were due to 
Haemophilus influenzae. Ages of these patients varied 
between 5 days and 6 years. Sulphonamides and penicil- 
lin were often given as well as the streptomycin. One- 
half of the patients received 0-5 g. streptomycin daily 
and the other half between 0-2 and 1:2 g. The total 


dose varied between 2 and 18 g. The streptomycin was 


also given daily by lumbar puncture in doses ranging from 
less than 50 to 100 mg. for an average of 7 days (3 to 
26 days). In 18 of the 22 cases of H. influenzae infection 
recovery was full apart from a slightly raised cell count in 
the cerebrospinal fluid (C.S.F.), but the follow-up period 
was short, usually only 2 to 4 weeks. Two patients died 
without improvement though the treatment had ap- 
parently been adequate; 1 patient, after responding 
satisfactorily, developed hydrocephalus.and died, and 1 
who was not treated before the ninth day was left with 
severe deafness and total blindness. 

Twenty-nine cases of tuberculous meningitis were 
treated with intramuscular doses of 40 to 50 mg. per kilo 
body weight daily, combined in over half the cases with 
100 mg. doses intrathecally. It is early to judge the 
results. Four patients have a normal C.S.F.; 13 have 
died. The results appeared to be better in the cases 
where intensive intrathecal treatment was given. Some 
cases did not respond for a month after treatment began. 
Good results are reported from giving streptomycin by 
vaporizer in cases of laryngeal and bronchial tuberculosis. 
Complications due to streptomycin occurred in 25% of 
all cases; the most important was damage to the eighth 
nerve which occurred in 17%. Its frequency markedly 
increased with the total dose. Margaret Agerholm 


529. Streptomycin Treatment of Urinary Tract Infec- 
tions. (Streptomycinterapi vid urinvagsinfektioner) 

A. R. Frisk. Nordisk Medicin [Nord. Med.| 38, 967- 
980, May 14, 1948. 3 figs., 5 refs. 


In 27 cases of urinary infection in adults due to a 
variety of bacteria resistant to penicillin and sulphon- 
amides, streptomycin was administered, in most cases 


= 
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together with alkalis. In 15 cases the condition was 


- complicated by impaired kidney function or obstruction; 


23 patients received 3-2 g. daily, the rest somewhat less. 
Good results (sterile urine for at least 1 month) were 
obtained in 20 cases; 4 relapsed after 2 to 3 months, and 
2 of these responded to a second course. Thus there are 
18 cases in which the urine has so far remained sterile 
for between 3 and 10 months. Five of these patients 
had complications. In 7 cases either there was no 
response or urine was sterile for less than a month; in 


* some, however, there was definite clinical improvement. 


Of the 7 patients 6 had complications. Two patients 

have had serious vestibular disturbance, which has so 

far persisted for 1 month and 24 months respectively. 
Margaret Agerholm 


530. Appearance of Striae during Streptomycin Therapy. 


(Apparition de vergetures au cours de la streptomycino- 


thérapie) 

Y. Boguien, D. Hervouet, C. DAUPHIN, and —. LIM- 
BERGER. Bulletins et Mémoires de la Société Médicale des 
Hépitaux de Paris {Bull. Soc. méd. Hép. Paris] 64, 852- 
854, July 9, 1948. 


Out of a total of 80 patients treated with streptomycin 
at a special centre in Nantes, 36 developed striae in the 
regions of their hips, and less frequently on the medial 
aspects of their knees. Striae were seen to develop after 
treatment had been in progress for at least 6 weeks, and 
had a white pearly or violet purpuric appearance, running 
in the long axis of the lower limb. In 25 (70% of the 
series) the striae occurred in patients between 10 and 
20 years of age when growth would be most active. 
Most striae were white and occurred chiefly in females, 
who made up 77% of the series but only constituted 65% 
of the total treated. The striae appeared on the side most 
frequently injected in 50% of the series, and on that 
usually lain upon in 14%; in the remaining 36% there was 
no correlation. The authors are now conducting experi- 
ments to determine whether these effects are related to 
abnormally rapid growth or to a specific action of strepto- 
mycin upon elastic connective tissue. I. Ansell. 


See also Section Microbiology, Abstract 603. 


531. Vitamin K, as an Inhibitor of the Growth of Fungi 
and of Fermentation by Yeast 
R. Pratt, P. P. T. SAH, J. DUFRENOY, and V. L. PICKER- 
ING. Proceedings of the National Academy of Sciences, 
Washington (Proc. nat. Acad. Sci., Wash.] 34, 323-328, 
July, 1948. 2 figs., 17 refs. 


Vitamin K, (2-methyl-4-amino-l-naphthol hydro- 
chloride) has a fungistatic action against Penicillium 
notatum (at 10 mg. per 100 ml.), Trichophyton menta- 
grophytes (at 1,000 mg. per 100 ml. in agar cup-plate tests 
and at 1 mg. per 100 ml. when incorporated in the 
medium). It is also fungistatic against Microsporum 


canis, M. audouini, and Botrytis allii. 

_ The effect of different concentrations of vitamin K, on 
carbon-dioxide production by yeast in 10% glucose was 

Studied manometrically. By this method at concentra- 


tions of 2:5 mg. per 100 ml. vitamin K, inhibited the 
fermentation of yeast, but concentrations as high as 
10 mg. per 100 ml. did not inhibit the ability of yeast to 
reduce triphenyltetrazolium chloride, considered depend- 
ent on the dehydrogenase system requiring coenzymes I 
andII. Because of its fungistatic activity and low toxicity 
vitamin K, was thought to be of potential value in the 
preservation of foods and beverages as well as in the 
clinical treatment of dermatomycoses. R. Wien 


532. Chemical Meningitis Following Use of Tyrothricin. 
A Clinical and Experimental Study 

F. J. OTENASEK and D. FAIRMAN. Archives of Otolaryn- 
gology [Arch. Otolaryng., Chicago] 47, 21-28, Jan., 1948. 
6 figs., 11 refs. 


It is well known that tyrothricin, although a very 
effective local bactericide, is too toxic for anything but 


surface application to infected areas. In washing out. 


body cavities it must be used only in small amounts. 
The authors report 2 cases, which in their opinion are the 
first described in which there has been clinical damage in 
human beings. 

In 1, a radical frontal sinus operation was performed 
and Staphylococcus aureus was cultured. The cavity 
was irrigated frequently with 1 in 10,000 tyrothricin. 
The wound healed well, and 2 days after the patient’s 
discharge from hospital an irrigation was carried out in 
the out-patient department. The patient fainted and 
when he recovered complained of severe headache and 
vomiting. He was readmitted and in a few hours had 
neck rigidity and a temperature of 103° F. (39-4° C.), 
with a white cell count of 28,000 per c.mm. and cloudy 


cerebrospinal fluid containing 15,000 polymorphonuclears 


per c.mm. Repeated cultures of the fluid were sterile. 
He was semicomatose for a week but gradually recovered 
and was discharged from hospital a month later. In 
3 weeks he was readmitted with occipital headache, 
vomiting, and drowsiness. The cerebrospinal fluid 
(C.S.F.) pressure was 340 mm. water and the fluid was 
acellular. Ventriculograms showed hydrocephalus, with 
all ventricles dilated and no air in the subarachnoid space. 
Exploration revealed adhesive arachnoiditis occluding 
the basal cisternae. After choroid plexectomy of the 
fourth ventricle the patient gradually recovered, with loss 
of sight in one eye and some loss of acuity in the other. 

In the second case, after a frontal sinus operation the 


cavity was irrigated with 1 in 10,000 tyrothricin. During - 
irrigation the patient complained of sudden occipital 


headache. Six hours later he was delirious, with pyrexia 
(104:4° F.; 40-2°C.) and 2,000 cells per c.mm. in the 
C.S.F. Cultures of C.S.F. were sterile. Eleven days 
after the onset he was discharged as convalescent. Two 
weeks later he was readmitted with headache and vomit- 
ing. There were no localizing signs, but the ventricles 
were dilated (150 ml. fluid withdrawn) and he died after 
an unsuccessful ventriculostomy. Necropsy revealed a 
breach in the dura behind the frontal plate, probably 
the result of a motor accident 10 years previously. 
There was hydrocephalus and chronic meningitis with 
round-cell infiltration of the leptomeninges. 

A series of animal experiments showed that tyrothricin 
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in the C.S.F., even in small quantities (1 ml. of a 1 in 
1,000 suspension) produced severe meningitis, killing 
18 out of 35 animals either immediately or in a few 
hours. The writers remark that these cases “ raise a 
note of caution as to whether suspensions of tyrothricin 
should be used for irrigating sinus cavities that are in 
close proximity to the subarachnoid spaces ’”’. 
F. W. Watkyn-Thomas 


SULPHONAMIDES 


533. The Effect of Sulfathiazole on the Rate of Increase 
of Riboflavin Production by Proteus vulgaris and Bacillus 
subtilis 

R. E. CrRaNnpDALL. Journal of Bacteriology [J. Bact.] 
55, 833-837, June, 1948. 2 figs., 6 refs. 


Riboflavin accumulation was measured in cultures of 
Proteus vulgaris and Bacillus subtilis with and without 1% 
of sulphathiazole. The rate of increase of riboflavin 
was highest during the lag phase of culture, and was 
higher in the cultures containing sulphathiazole. This 
effect of sulphathiazole was more marked in the case of 
P. vulgaris, and the growth rate of this organism was more 
inhibited by sulphathiazole than was that of B. subtilis. 
Similar results were obtained whether the cultures were 
incubated at 30° or 37° C. The increase in riboflavin 
observed may result either from a stimulating effect of 
sulphathiazole on riboflavin synthesis, or from an 
inhibitory action on the utilization of riboflavin by the 
bacterial cell. P. B. Marshall 


534. On the Action of Sulfanilamide. XII. A Set of 
Noncompetitive Sulfanilamide Antagonists for Escherichia 
eoli 

K. C. WINKLER and P. G. pE Haan. Archives of Bio- 
chemistry [Arch. Biochem.) 18, 97-107, July, 1948. 
5 figs., 17 refs. 


The restoration of growth in cultures of Bacterium coli 
and Salmonella typhi-murium inhibited by sulphanil- 
amide (SA) was determined for a series of possible SA 
antagonists. Both organisms gave similar results. Out 
of a large series of amino-acids, members of the vitamin 
B complex, purines, and pyrimidines tested, it was found 


that p-aminobenzoic acid (PABA) could be progressively 


replaced as a growth restorer by methionine (35 mg. per 
litre), xanthine (25 mg. per 1.), serine (15 mg. per 1.), and 
pteroylglutamic acid (0-3 mg. per |.). Figures in paren- 
thesis are the optimal concentrations. Each member of 
the series, in the order given, was active against SA only 
in the presence of the lower members. With the com- 
plete system, optimal growth was obtained without any 
PABA. Thymine would replace pteroylglutamic acid, 
but only at an optimal concentration of 30 mg. per litre. 
It is concluded that the synthesis of methionine, 
xanthine, serine, and pteroylglutamic acid by Bact. coli 
and S. typhi-murium is blocked, in this order, by in- 
creasing concentrations of SA, methionine synthesis 
being the most sensitive to SA. The position of thymine 
in the scheme is open to several possibilities, which are 
discussed. P. B. Marshall 


535. The Clinical Use of a Triple Sulfonamide Mixture 
J. H. LepBeTTeR and G, E. CRONHEIM. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 216, 27-31, 
July, 1948. 2 figs., 15 refs. 


The solubility of a given sulphonamide in plasma and 
urine is practically unaffected by the presence of other 
sulphonamides. Thus, all the undesirable reactions which 
are due to the rather low solubility of the various con- 
stituents can be greatly reduced if mixtures of several 
sulphonamides are given. The authors gave a mixture 
containing sulphadiazine, sulphamerazine, and sulpha- 
thiazole in microcrystalline suspension to 28 patients, 
and studied absorption, excretion, and crystalluria, 
Adequate levels in the blood are maintained on the usual 
dose of 2 to 4 g. of total sulphonamide initially, followed 
by 1 g. every 4 hours. The rate of acetylation in blood 
and urine is lower with the mixture than with any 
individual drug, suggesting that conjugation of each takes 
place separately in accordance with its low individual 
concentration. The incidence of crystalluria is extremely 
low, even in the absence of alkali administration. 
Because of the greater tolerance to this type of prepara- 
tion, it is possible to increase the total dose of sulphon- 
amide so as to obtain higher levels in the blood in 
refractory cases. In addition, penicillin can be safely 
administered in conjunction with the mixture. 

T. Semple 


See also Section Microbiology, Abstracts 608, 613. 


TOXICOLOGY 


536. Phosphorus in Hygiene Assessments of Water. 
(Pochop B OWeHKe BOE!) 

P. F. Opukuov. Turvena Canntapua [Gigiena] 
No. 5, 15-18, May, 1948. 


Regular tests were made with water from the river 
Kama, in the vicinity of the city of Molotov, and from 
five smaller streams (of which 3 were under observation 
for more than 2 hydrological years) to determine organic 
phosphorus and suspended and dissolved phosphates 
during the various months of the year; water samples 
were obtained above the city, within it, and at about 0:5 
kilometre below the mouth of the main sewer. The 
total phosphorus (in mg. per litre) varied at these 3 sites 
from 0-45 to 2:595, from 0-21 to 0-255, from 0-175 to 
0-762, and from 0-083 to 1:23 during February, May, 
August, and December respectively, the corresponding 
water flow being 698, 4,068, 570, and 997 cm. per second. 
The increase in total phosphorus was apparent in samples 
obtained within or below the city, and was correlated with 
the worsening of the accepted indices of water pollution. 
Water samples obtained from springs and artesian and 
dug wells showed a total phosphorus content not exceed- 
ing 0:2 mg. per litre in all “‘ natural ” waters, this figure 
being accepted as a hygienic normal standard for the 
Molotov Province. It was further found that the 
presence of dissolved phosphates indicates a recent 
pollution of the water, if in excess of 0-05 to 0-07 mg. per 
litre. H. P. Fox 


. rabbits 1-3; and for guinea-pigs 0-65 to 1-3. 
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537. The Rodenticidal Activity of Fluoroacetphenyl- 


hydrazide (“‘ Fanyline ’’) and its Oral Toxicity to Several 
Species, with a Note on the Toxicity of 64 other Candidate 
Rodenticides 

L. KAREL. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 93, 287-293, July, 1948. 
8 refs. 


The median lethal dose of this substance in mg. per 
kilo is: for rats 9-1+2-7; for mice 44-9+2-9; for 
It is readily 
taken by rats when added to their diet, but has no 
advantages over sodium fluoroacetate beyond the fact 
that it is relatively insoluble in water. For the other 
sixty-four substances, the percentage mortality produced 
by doses of 50 and 100 mg. is tabulated. 

V. J. Woolley 


538. The Deposition of Uranium in Bone. I. Animal 
Studies. II. Radioautographic Studies. III. The Effect 
of Diet 

W. F. NEUMAN, M. W. NeuMAN, E. R. Main, and B. J. 
MULRYAN. Journal of Biological Chemistry [J. biol. 
Chem.] 175, 705-719, Sept., 1948. 7 figs., 22 refs. 


The deposition of injected uranium in bone was found 
to be directly related to growth activity. Young rats, 
irrespective of sex, shqwed a greater concentration of 
uranium in bone than did older animals. 

Radioautographs of bone containing U?** showed this 
element to be deposited only in the mineral portions and 
to be particularly concentrated on surfaces adjacent to 
the circulation and in areas of calcification. Once fixed, 
little redistribution of uranium occurred. As the normal 
growth and calcification processes continued, new bone 
accumulated over the lines of deposition and the resorp- 
tion of bone to some extent was inhibited, probably 
because of the insolubility of uranium-impregnated bone 
salt. 

The effect of several experimental diets on the rate of 
mobilization of skeletal uranium in rats was tested. 
Alkaline and acidic diets were without effect; a rachito- 
genic diet increased the rate of mobilization. The half 
life of skeletal uranium in the rat was found to be of the 
order of 50 to 60 days.—[Authors’ summary. ] 


INDUSTRIAL TOXICOLOGY 


539. Poisoning by Methyl Mercury Compounds 
A. AHLMARK. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 5, 117-119, July, 1948. 2 refs. 


‘During the 1939-45 war the manufacture of methyl 
mercury hydroxide was taken up in Sweden for use as a 
fungicide in seed dressing and wood preserving. A 
brief description of the process is given and of the way 
in which the product is used as a 7% solution for dressing 
seed, or as a 025% solution for wood preserving. Five 
cases of poisoning by methyl mercury compounds are 
Teported, 1 of which occurred during the manufacture of 
the product, 3 during the seed dressing process, and 1 
during wood preserving at a sawmill. In the worst cases 


a characteristic clinical picture began with numbness of 
the tongue and weakness of hands and feet, followed by 
motor incoordination and deterioration of the power of 
speech with visual defects and mental torpidity. Two 
patients died and a considerable concentration of mercury 
was found in various organs post mortem, especially in the 
pituitary gland, liver, and kidney. The author describes 
the preventive measures taken to avoid further similar 
cases, including use of protective clothing and respira- — 
tors, exhaust ventilation, the provision of adequate 
washing facilities and lavatories, and regular medical 
examination. Regular analysis of the atmosphere is 
carried out and 0-01 mg. per cubic metre of methyl 
mercury compounds in the air is suggested as a maximum . 
allowable concentration. Excretion of mercury in the 
urine should not be allowed to exceed 10 to 15 yg. per 
litre. Both these figures are lower than the allowable 
concentrations in persons working with metallic mercury, 
but the greater toxicity of methyl mercury compounds is 
stressed. A. Lloyd Potter 


540. The Penetration of Lead Through the Skin 

E. P. LauGc and F. M. Kunze. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 30, 256-259, 
July, 1948. 7 refs. 


Many investigations have been made on the penetration 
of lead through the skin of man and other animals, and 
it has been stated that from 100 to 200 jug. of lead could 
penetrate a square metre of skin per day, but some of the 
evidence is contradictory. The present authors found . 
that the kidney and certain other tissues serve as “* bio- 
logical magnifiers ’’ in concentrating minute quantities of 
lead which entered the organism. Rats were employed 
in the tests, and the lead preparation was applied to an 
area of 29 sq. cm. (143 in.) of the clipped dorsal skin. 
Inunction was made for 2 minutes with a glass rod, and 
the animal was wrapped up in a cylindrical celluloid 
shield fixed like a straight jacket, but it was able to run 
about and take food and water. Lead oleate containing 
148 mg. of lead was applied, and the kidneys of 5 animals, 
killed 24 hours later, were found to contain on the 
average 1:5 yg. of lead, as compared with 0-47 yg. in 
unexposed control animals. In other tissues increments 
were much smaller than in the kidneys, and in animals 
exposed to lead oleate for 48 hours there was rather less 
absorption than in the 24-hour animals. If the skin of | 
the rats had been scarified, the penetration of lead, as 
measured by the kidney storage, increased three-fold. 
With lead arsenate penetration was less than with the- 
oleate, but with lead acetate it was greater. 

The experiments of Kehoe indicated that lead tetra- 
ethyl readily penetrates the skin, frequently with fatal 
results. The authors confirmed that finding. In their 
tests they took special precautions to prevent inhalation 
of the volatileead tetraethyl by the rats, and they found 
that after the application of 105 mg. of lead (in the form 
of tetraethyl) to 5 rats, their kidneys and livers contained 
42 to 92 yg. of lead, and the lung tissue not much less. 
Even the muscle and brain contained 8 to 22 yg. 

H. M. Vernon 
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541. Haemorrhagic Syndrome due to Benzene with 
Simple Morphological Platelet Changes. Value of 
Systematic Platelet Examination in Workers Exposed to 
Benzene. (Syndrome hémorragique benzolique avec 
simple altération morphologique des plaquettes. De 
lutilité d’examen systématique des plaquettes sur lame 
chez les ouvriers exposés au benzol) 

—. FAvre GILLy, —. MorEL, and —. BRUEL. Archives 
des Maladies Professionnelles [Arch. Mal. prof.| 9, 274- 
277, 1948. 3 figs. 4 


A man, aged 47 years, engaged in making laminated 
sheets of rhodium alloy, where he was exposed to benzene 
vapour for 13 years, complained of weakness and nose 
bleeding. Three years previously, because of complaints 
of nose bleeding and the consequent discovery that the 
erythrocyte count had fallen to 3,800,000 per c.mm., he 
was temporarily removed from exposure to benzene. 
He was admitted to hospital because he developed vertigo 
of the labyrinth type (later considered to be due to 
haemorrhage). Clinical examination revealed little 
abnormal (except that partial colour blindness to red, 
blue, and green suggested a retrobulbar neuritis). The 
red cell and white cell counts were within normal limits 
but a slight neutropenia was present. The platelet count 
was normal, but the platelets showed morphological 
abnormalities (including a predominance of large oval 
platelets with numerous granules) and a tendency to 
agglutinate. The coagulation time was prolonged. 

The case is reported because of the alteration in plate- 
lets due to benzene. With adequate haematological 
control, necessary because similar changes in platelets 
may occur in women during menstruation, the authors 
Suggest that the alteration in the platelets may be a simple 
test in the medical supervision of workmen exposed to 
benzene vapour. T. A. Lloyd Davies 


BLOOD TRANSFUSION 


542. The Influence of Storage on the Coagulation 
Factors of Human Plasma 

P. FANTL and M. H. Nance. Australian Journal of 
Experimental Biology and Medical Science [Aust. J. 
exp. Biol. med. Sci.] 26, 207-213, May, 1948. 22 refs. 


The authors’ experimental work on human plasma 
confirms that in stored plasma there is prolongation of 
both thrombin time and prothrombin time (one-stage 
technique). However, when plasma was stored for up to 
7 weeks and then mixed with equal quantities of fresh 
prothrombin-free plasma, the prothrombin time was 
restored to normal or near normal. The antithrombic 
activity of the plasma stored for 2 weeks could be 
neutralized with fresh plasma; that of plasma stored for 
7 weeks could not. The delayed coagulability was shown 
not to be due to deficiency of fibrinogen or its altered 
reactivity. The delayed’ prothrombin time could be 
corrected with “ prothrombin accelerator ”’ (factor 
from fresh blood as well as from fresh plasma. 
This “ prothrombin accelerator ”’ could be isolated from 
plasma stored for 2 to 3 weeks at 6° C. but not 
plasma stored for 4 to 5 weeks at 20°C. Thus the 


conclusion is that the loss of coagulability is due to an 
increase in thrombin inhibitors and a gradual loss of 
prothrombin accelerator; very little loss of prothrombin 
itself occurs in the first weeks. John F. Loutit 


543. Hypoprothrombinemia. Effect of Transfusions of 
Blood Fortified by Administration of Vitamin K to Donors 
H. R. Butt, T. B. MAGATH, and T. H. SELDON. Archives 
of Internal Medicine [Arch. intern. Med.] 81, 131-136, 
Feb., 1948. 3 figs., 4 refs. 


Some patients with liver damage, resulting in 
prothrombin deficiency and haemorrhage, do not respond 
to vitamin K; even whole-blood transfusions may be 
ineffective. Kinsey (Arch. intern. Med., 1944, 73, 131) 
has reported that blood from donors who had previously 
been given an injection of vitamin K was on transfusion 
therapeutically successful. The present study was under- 
taken to repeat this success if possible. Two patients 
suffering from hepatic damage in whom prothrombin 
time was prolonged did not respond to vitamin K or 
whole-blood transfusion; 500 ml. of “ fortified” blood 
from previously treated donors did not result in a fall in 
prothrombin time. One further case in which there was 
a prolonged prothrombin time due to extrahepatic 
biliary obstruction did not respond to a transfusion of 
500 ml. of “‘ fortified ’’ blood, but rapidly responded to 
vitamin K (2 mg. daily) intravenously. It is concluded 
that Kinsey’s results were not confirmed. 

; John F. Loutit 


544. Intragroup Incompatibility Due to the hr” Factor 
A. S. WieNER and H. R. Peters. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| 18, 533-536, 
July, 1948. 9 refs. 


The finding of a second example of the Rh antibody 
anti-e of Mourant is described. In the notation of the 
authors it is called anti-hr”. The antibody was present 
in an Rh,Rhg recipient of 7 transfusions during the course 
of 12 years. The last 6 transfusions were followed 
immediately by reactions, each of these lasting for about 
45 minutes. The patient had had 8 pregnancies, most 
of which terminated prematurely; there is no suggestion 
that haemolytic disease played any part. The antibody 
was active in saline up to a dilution of 1 in 16. 

R. R. Race 


545. . Hemolytic Transfusion Reactions 
M. J. NICHOLSON. Anesthesiology [Anesthesiology] 9, 
345-357, July, 1948. 43 refs. 


Although haemolytic reactions following blood trans- 
fusion are nowadays uncommon, they still occur and 
very occasionally prove fatal. This paper discusses the 
aetiology, signs, symptoms, prognosis, and treatment of 
these reactions. In the author’s experience the com- 
monest cause of transfusion reactions is some clerical 
error at the blood bank resulting in incorrect labelling 
of the blood. Hence, after the patient has been grouped 
his blood should always be cross-matched as a routine. 
It is emphasized that ‘when a patient under general 
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anaesthesia is given incompatible blood, at the time there 
are no reliable signs and symptoms of what has happened, 
although there may be a fall of blood pressure and a rise 
in pulse rate. The prognosis mainly depends on the 


quantity of incompatible blood transfused. There is no” 


form of specific treatment for these reactions, and there- 
fore the greatest efforts should be made to prevent their 
occurrence. A. M. Hutton 


Isoagglutinins and Isolysins during the First Months 


546. 
- of Life in Full-term and Premature Infants. [In English] 


A. YLIRUOKANEN. Annales Medicinae Experimentalis et 
Biologiae Fenniae [Ann. Med. exp. Biol. fenn.] 25, 227- 
241, 1947. 5 figs., 27 refs. 


The author gives a good summary of literature not well 
known in Anglo-American circles on the subject of the 
presence of isoagglutinins and isolysins in the sera of 
newborn infants. His own observations—“ a statistical 
study regarding the presence of these antibodies in the 
serum of children during the first six months of life ’°— 
do not add appreciably to present knowledge. Moreover, 
no attempt is made to handle the statistics to show that 
the differences noted between the groups of cases studied 
are real. John F. Loutit 


547, Properties of Bovine Serum Heated with Formalde- 
hyde 

C. E. Bogsen, V. LARSEN and A. K. NIELSEN. Lancet 
[Lancet] 1, 325-327, Feb. 28, 1948. 7 refs. 


Previous contributions to the literature on the use of 
bovine serum as a substitute for human plasma for 
transfusion did not specify whether the heating which 
destroys the unwanted antigenic properties resulted in a 
preparation having a colloid osmotic pressure too low 
to be of use. To bovine serum freshly separated the 
present workers added formaldehyde to a final concentra- 
tion of 0-35% and ammonia to bring the pH to 7:2. 
The serum was then heated for the required time on a 
boiling-water bath. Serum heated at 95° C. for 2 minutes 
was less toxic to rabbits than untreated serum, but was 
not entirely bland. Also this serum was not entirely 
free from antigenic properties for rabbits. The colloid 
Osmotic pressure measured by the method of Krogh and 


_ Nakasawa was reduced to 48%, of that of the original 


untreated serum. 

Because of these results the authors issue a warning 
about the use of such despeciated bovine serum in clinical 
cases. John F. Loutit 


See also Section Disorders of the Blood, Abstract 717. 
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548. Induced and Spontaneous Abnormality in Ciliates. 
Absence of Carcinogenic Activity of Benzene Hexachloride 
(“ Gammexane ”’) 
L. LLoyp and J. W. Orr. Nature [Nature, Lond.) 162, 
188-189, July 31, 1948. 1 fig., 12 refs. 


A number of physical and chemical agents, including 


certain carcinogenic cyclic hydrocarbons and benzene 
hexachloride (“‘ gammexane”’), are known to induce in 
ciliate cells disorganization which may produce persistent 
abnormality in the offspring. With gammexane and 
Paramecium caudatum Lloyd has obtained up to 56% 
conversion to monstrous and multinucleate forms arising 
from double cells. In most cases the abnormality did 
not persist beyond the primary or secondary forms. 
In one instance in 90 there was a continuous yield of 
monsters and abnormal forms for a period of 6 months, 
when the clone was abandoned. The spontaneous 
appearance in a stock culture of a double cell which 
produced abnormal offspring for more than a year vitiates 
the conclusion that the anomalous case of abnormality 
persistence in the gammexane-treated clone was caused by 
a residual effect of the insecticide. 

The widespread use of gammexane nevertheless. 
justifies examination” of this substance for possible 
carcinogenic activity. Orr has shown that the applica- 
tion twice weekly for a period of 15 months of a 0-5% 
solution in acetone to the interscapular skin of 30 mixed 
stock mice, or the subcutaneous implantation in 20 mice, 
observed for 10 months, of paraffin wax pellets contain- 
ing 3% gammexane does not induce tumours or any of 
the characteristic changes found with known carcinogens 
during the latent period. One mouse at necropsy 
showed leukaemia; another mouse was killed after a 
mammary carcinoma had been observed; both these © 
lesions, however, occur spontaneously in the stock and 
need not be attributed to treatment. The condition of 
the mice in the first group was significantly above the 
average and is attributed to reduction of parasitic 
cutaneous infestation. Periodical treatment of animals 
by this method is recommended for certain types of 
prolonged experiment. J. Williamson 


549. Action of DDT and y-Hexachlorocyclohexane on 
Ticks and Moths. (Uber die Wirkung von 4,4’-Dichlor- 
diphenyltrichlormethylmethan und von y-Hexachlor- 
cyclohexan auf Zecken und Schaben) 

G. LANGBEIN. Zeitschrift fiir Hygiene und Infektions- 
krankheiten |Z. Hyg. InfektKr.] 127, 570-577, April 1, 
1948. 8 figs., 22 refs. 


DDT in concentrations of 0-01 to 1% acts more quickly 
at high temperatures against ticks (Ornithodorus moubata) 
and moths (Phyllodromia germinaca). A rise of 15° 
(from 18° to 33° C.) increases its insecticidal action 
two- to three-fold. y-Hexachlorocyclohexane in a con- 
centration of 0-01% had a similar effect, and its in- 
secticidal action was greater than that of DDT. Ticks 
(nymphs) and moths (larvae and adults) could be exposed 
without any harm to the normal vapour pressure of DDT 
for 3 weeks, thus revealing some resistance. y-Hexa- 


chlorocyc/ohexane is effective against Pediculus capitis,and 
was found to be very effective against head lice at a 
concentration of 1% when used on patients. About 8 g. 
of the power is rubbed thoroughly into the hair and skin, 
and the head is covered with a cap which is left overnight. 
After 10 hours the hair is combed and washed: even after 
3 hours the irritation disappears. 


R. Wien 
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550. Effects of Small Daily Doses of Fast Neutrons on 
Mice 

T. C. Evans. Radiology [Radiology] 50, 811-834, June, 
1948, 21 figs., 12 refs. 


In determining the tolerance for daily exposure to 
neutron irradiation, Swiss strain mice and CF mice were 
treated with whole-body irradiation from a broad beam 
of neutrons produced by a 36-in. cyclotron; the 
highest neutron intensity is one N per minute, where N 
is a unit “‘ based on the ionization produced in a 25-r 
chamber”. The control mice of the same strains 
received x rays of intensity of 10 mper minute. 

Preliminary experiments showed that as regards sur- 
vival rate and effect on the blood picture, the equivalent 
ratio of x rays to neutrons is 8 : 1, both for single and for 
multiple exposures—for example, 650 r=78 N, and 10 N 
per day=80 r per day. Based on the daily tolerance 
dose of 0-1 r per day, the following neutron doses for 
chronic exposure were chosen; 0-014 N; 0-07 N; 
0-14 N; and 1-4 N a day. The higher doses, 0-14 N 
and 1-4 N per day, reduced the mean survival times of 
the mice, reduced growth and activity of gonads and 
haematopoietic organs, and caused damage to the lens 
of the eye. This damage was intensified in mice receiv- 
ing 1-4 N; the latter mice also showed epilation and 
greying of fur. The dose of 1-4 N was more destructive 
than a dose of 11 r, suggesting that this daily dose has a 
higher ratio than previously thought; possibly 12 to 13 r 
=1N. The lower doses of 0-014 and 0-07 N caused a 
slight increase in white cell counts, but otherwise had very 
little effect. 

In general, neutron irradiation is more destructive in 
small daily doses than are x rays, especially to the lens, 
cataracts frequently being observed in the mouse. No 
attempt is made to relate these findings to a tolerance 
neutron dose for man. Ralston Paterson 


551. Roentgenologic Treatment of Lymph Nodes and 
Spleen in Brill-Symmers Disease 

S. RUBENFELD. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 137, 849-853, July 3, 1948. 
7 figs., 6 refs. 


Brill-Symmers disease, or giant follicular lymphadeno- 
pathy, is clinically almost always mistaken for Hodgkin’s 
disease, as both are characterized by lymph-node enlarge- 
ment and splenomegaly, but pathologically they are 
totally different. Primarily there is numerical and 
dimensional follicle hyperplasia; these follicles remain 
intact until late in the disease, when the cell components 
escape into the gland substance, the disease then becoming 
polymorphous-cell sarcoma. Some cases terminate in 
lymphatic leukaemia, others as Hodgkin’s disease or 
reticulosarcoma. The author describes 19 cases, 14 in 
males and 5 in females, varying between 20 and 60 years 
of age, the greatest incidence being in the fourth decade. 


The nodes do not present identifying characteristics, 
either in size, consistency, or attachments. In only 3 
patients was the spleen enlarged, and in 4 there was a 

leucopenia. 
Radiotherapy is the primary treatment. X rays of 
-half-value layer 1 to 2 mm. of copper were used, daily 
doses of 100 to 200 r (in air) being applied to the involved 
regions in rotation. The nodes disappeared after doses 
of 600 to 1,000 r (air), but those infiltrated by poly- 
morphous-cell sarcoma required 2,000 to 3,000 r; the res- 
ponse was slow in this group, sometimes showing a latent 
period of 2 to 6 months. Four out of 7 patients with 
giant follicular lymphadenopathy, and 6 out of 10 with 
polymorphous-cell sarcoma, survived for 5 years or more: 
a much higher incidence than the survival rates of 
lymphosarcoma (25%), Hodgkin’s disease (20%), and 
lymphatic leukaemia (15%). Giant follicular lymph- 
adenopathy may be distinguished from polymorphous- 
cell sarcoma by the immediate and dramatic recession 
of enlarged nodes in the former condition. 
G. Williams 


552. Statistical, Pathogenetic, and Clinical Considera- 
tions on Radionecrosis of the Mandible. (Considerazioni 
Statistiche, patogenetiche e cliniche sulla osteoradio- 
necrosi mandibolare) 

F. Perotti. Radiologica Medica [Radiolog. med., 
Torino] 34, 321-342, June, 1948. 4 figs. 


This paper from the Institute of Radiology, University 
of Milan, presents a detailed analysis of 150 cases of 
intraoral carcinoma situated more or less close to the 
gum and treated with radium. Of these, 48 developed 
radionecrosis of the mandible. It was considered that 
the radionecrosis did not predispose to recurrence of the 
carcinoma; on the contrary, it seemed to betoken a 
durable cure. The author believes that the necrosis is 
caused by a vascular disturbance similar to that which is 
responsible for the necrosis of mucous membrane, and 
that dental infection may be a contributory factor. 
Necrosis was more frequent following the insertion of 
radium needles than after the use of a moulded applica- 
tor. Spread of the carcinoma into the mandible was of 
grave prognostic significance. A. Orley 


See also Section Cardiovascular Disorders, Abstract 
689. 


553. The Roentgen Changes Produced by Diffuse Toru- 
losis in the Newborn 

E. B. D. NEeEUHAUSER and A. TUCKER. American 
Journal of Roentgenology and Radium Therapy [Amer. J. 
Roentgenol.] 59, 805-815, June, 1948. 18 figs., 18 refs. 


Three cases of infection by Torula histolytica (Crypto- 
coccus neoformans) in newly-born babies are described. 
This yeast-like organism is sometimes found on normal 


158 


. was mild hydrocephalus. 
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skin and in the vagina. The character of the lesions 
suggests an early infection, either before or during birth. 
The brain is diffusely involved, the meningo-encephalitis 
resembling closely that recently described ‘in toxoplas- 


mosis. 

All 3 infants died within a few weeks of birth. The 
brain in each showed extensive degeneration, with 
formation of cysts containing a yellowish fluid. The 
ventricles were dilated and contained cerebrospinal fluid 
with a protein content of over 300 mg. per 100 ml. There 
Plaques of calcification were 

nt in the arachnoid, and granulomatous lesions 
throughout the brain substance also contained calcium. 
During life radiographs of the skull showed gaping of the 


- sutures and characteristic shadows of the calcium deposits 


in punctate and confluent areas. In 2 of the cases there 
were also translucent bands in the juxta-epiphyseal 
region of the metaphyses of the long bones. There was 
enlargement of the liver and spleen in each case. The 
spleen is not enlarged in toxoplasmosis; this is a useful 
differential feature. The organism could be recovered 
from all the organs examined, except the lungs, although 
the latter showed granulomatous lesions in 2 of the cases. 
A. M. Rackow 


554. Urography with Blocking of the Urinary Flow 
(Suggested Technique.) (Urografia a deflusso ostaco- 
lato. (Proposta di tecnica)) 

G. Zaccone and L. Conzi. Radiologica Medica 
[Radiolog. med., Torino] 34, 548-554, Sept., 1948. 4 
figs., 11 refs. 


The authors, working at the Radiological Department 
of the General Medical Clinic of the University of 


Genoa, propose a new technique for blocking the lower 


end of the ureters in the course of intravenous pyelo- 
graphy. This leads to a complete filling of the renal 
pelvis, calices, and ureters by the opacified urine. The 
blocking is effected by a thin rubber balloon attached to 
the end of a semi-rigid catheter introduced into the 
urinary bladder. The inflation of the balloon through 
the catheter at a pressure of about 40 to 50 mm. of 
mercury is sufficient to close the ureteric openings in the 
bladder. The radio-translucent balloon allows visualiza- 
tion of the retrovesical parts of the ureters. A. Orley 


555. Roentgen Diagnosis of Glomus Tumors ) 
W. H. Martuis and M. D. Scuutz. Radiology [Radio- 
logy] 51, 71-76, July, 1948. 1 fig., 15 refs. 


This paper comes from the Department of Radiology, 
Massachusetts General Hospital, Boston. Tumours of 


_ the subcutaneous neuromyoarterial plexus—the glomus 


body—are uncommon but by no means rare, as is shown 
by the fact that 18 such tumours were observed by the 
authors during the last 10 years. Clinically, these 
tumours are characterized by painful- subcutaneous 
nodules arising in the various sites of the glomus bodies. 
When exposed to cold or trauma they give rise to par- 
oxysms of severe, often incapacitating pain. Their size 
varies from a few to 10 mm. They are of a bluish or 
dusky colour, and when situated subungually they may 


cause deformity or elevation of the nail. They are 
usually solitary, but multiple tumours have been observed. 
When situated about the finger tips the tumour produces 
a sharply outlined bone defect in the terminal phalanx. 
Glomus tumours are benign, and a simple excision effects 
a cure. A. Orley 


556. Some Observations on the Roentgen Diagnosis of 
Non-opaque Foreign Bodies Aspirated into the Bronchi. 
{In English] 

S. WELIN. Acta Radiologica {Acta radiol., Stockh.) 29, 
529-535, June 30, 1948. 4 figs., 1 ref. 


This paper, from the X-ray Department of Karolinska 
Sjukhuset, Stockholm, is based on the radiographic 
observation of non-opaque foreign bodies aspirated 
into the bronchi. Of the 13 patients examined, 12 were 
children aged from 1 to 7 years. The author stresses 
the importance of penetrating. radiographs (at about 
90 kV) taken with a stationary grid, except in babies. 
The various positions for the radiographs are deter- 
mined under radioscopic control. In cases of val- 
vular obstruction the site of the obstruction can be 
determined directly on the radiograph. Where atelec- 
tasis has developed, the site of the obstruction is indicated 
by a distinct interruption of the air column in the involved 
bronchus. This method may also demonstrate multiple 
non-opaque foreign bodies. ° A, Orley 


557. ‘“* Disco-radiculography ’’ with Aspiration of the 
Opaque Medium. (La disco-radiculographie avec retrait 
du liquide opaque) 

S. DE SEzE and J. LEvERNIEUX. Semaine des Hépitaux de 
Paris (Sem. Hép. Paris] 24, 1451-1458, June 14, 1948. 
13 figs. 


This is an important paper and outstanding amongst 
the many written on the radiology of protruded lumbar 
intervertebral disks. The authors have given a new and 
better name to the investigation—disco-radiculography. 
The usual term “ myelography” is inaccurate, for it 
implies an investigation of the spinal cord, while this 
procedure is of course confined to the cauda equina. The 
important points in the paper are: (1) the use of a new 
contrast reagent, and (2) the perfection of a technique 
for the withdrawal of all the contrast fluid from the 
subarachnoid space at the end of the examination. In 
the past the radiologist has often hesitated to submit a 
patient to positive-contrast myelography or radiculo- 
graphy, because nearly always some of the contrast 
material is left in situ. The indications for the investiga- 
tion are: (a) when the diagnosis of a disk lesion is in 
doubt, and (6) when the site of the lesion is doubtful. 

A series of 100 cases is analysed. ‘‘ Pantopaque ’’ was 
used in 20 cases and “ lipiodol ”’ in 30; “* disco-lipiodol ”’, 
a new contrast substance, was used in the last 50. It is 
shown that the last substance is the most suitable, being 
less viscous than the other two. It also contains less 
iodine (28%) and is thought to be less irritating. On 
account of its lesser viscosity it is easier to withdraw after 
the examination. Furthermore, unpleasant symptoms 
after the examination are minimal with disco-lipiodol. 
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A special lumbar puncture needle is used and kept in 
position throughout the procedure. The patient is 
placed in the prone position with a pillow under his 
stomach and after the introduction of the contrast sub- 
stance fluoroscopy is employed and the x-ray table tilted 
slightly to tip the opaque dye into the required position. 
A postero-anterior radiograph is then taken with the 
Bucky grid. Right and left oblique views are also taken 
by tilting the tube through 30 degrees and not moving the 
patient. Lateral views are not considered necessary. 

A high degree of diagnostic accuracy was obtained. 
The only disk protrusions not diagnosed were those 
situated laterally at the L5-S1 junction. They failed to 
cause any indentation on the theca, and a normal picture 
was given. No disk protrusions were ever found at 
operation at L3-L4 or L4-L5 when the radiculographic 
appearance had been normal. J. W. Bull 


558. Traction Diverticulum of the Hypopharynx and 
Spondylosis Deformans of Cervical Vertebrae. (Trak- 
tions-divertikel am Oesophagusmund und Spondylosis 
deformans der Halswirbelsaule) 

U. Coccni. Radiologia Clinica [Radiol. clin., Basel] 17, 
199-206, July, 1948. 2 figs., 23 refs. 


From the Radiotherapy Clinic of Ziirich University © 


_the author reports two cases, which he claims to be the 
first described, of small traction diverticula of the hypo- 
pharynx at the level of the upper margin of C7. One 
was in a woman aged 56 with a year’s history of dys- 
phagia, the other in a man aged 61. Both patients had 
marked osteo-arthritis of the cervical spine. Barclay’s 
suggestion that pulsion diverticula at this site might arise 
as traction diverticula due to adhesions to diseased 
vertebrae was investigated. The author examined 44 
films of patients with pulsion diverticula; 41 showed 
osteo-arthritis. A control series of diagrams of 377 
cervical spines x-rayed for various reasons showed a 
much lower incidence of osteo-arthritis. The material 
is tabulated by age groups, which enables the necessary 
corrections to be made for age. Applying an inefficient 
statistical method, the author believes that the associa- 
tion between osteo-arthritis and pulsion diverticula might 
be due to chance and that a connexion between the two 
conditions is unproved. [When a more efficient statis- 
tical method is applied and age distribution corrected 
for, x?=11-4 for one degree of freedom. That is, the 
probability of the association between osteo-arthritis 
and pulsion diverticula being due to chance is less than 
1 in 1,000.] Denys Jennings 


559. lodinated Organic Compounds as Contrasts Media 
for Radiographic Diagnoses. IX. Experimental Studies 
on the Visualization of the Biliary Tract 

G. E. Jones, A. L. GRoHowskKI, H. D. Ropertson, G. H. 
Ramstry, J. A. SCHILLING, and W. H. Strain. Radiology 
[Radiology] 51, 225-236, Aug., 1948. 4 figs., 11 refs. 


This paper, which comes from the Departments of 
Radiology and Surgery, School of Medicine and Dentistry, 
and the Strong Memorial Hospital, University of Roches- 
ter, N.Y., records an extremely well carried out study of 


“above the nasion-inion plane. 


the concentration of various cholecystographic contrast 
media in the bile ducts of dogs. The most significant 
finding was that cholecystographic media are secreted 
into the bile ducts of the dog in concentrations high 
enough to show the ducts on the radiograph. Retrograde 
injections into the biliary tract indicate that an iodine 
concentration of at least 1% is necessary for the radio. 
graphic demonstration of the ducts. It follows that 
twenty- to forty-fold concentration takes place as the 
cholecystographic media enter the bile ducts after injec. 
tion or ingestion. 

Four contrast media were tested—o-(4-hydroxy-3,5. 
diiodobenzyl) benzoic acid, iodoalphionic acid, tetra- 
iodophenolphthalein, and phenoltetraiodophthalein, 
When administered orally, only the benzoic acid deriva- 
tives consistently produced good shadows of the common 
bile duct. Given intravenously in the form of sodium 
salts, all four substances showed shadows of certain of the 
hepatic ducts, the common duct, and finally the gall- 
bladder. The most rapid and -complete visualization 
was obtained with the benzoic acid derivatives, the ducts 
becoming visible 10 minutes and the gall-bladder 20 
minutes after injection. Similarly, the duct system was 
well outlined after cholecystectomy. A. Orley 


560. Radiological Features of the Sella Turcica in 
Chronic Rheumatism. (Aspects radiologiques de la selle 
turcique dans les affections rhumatismales chroniques) 
P. LEHMANN, —. LEDINH-THI, and —. BELLIN. Bulletins 
et Mémoires de la Société Médicale des Hépitaux de 
Paris [Bull. Soc. méd. Hép. Paris) 4, 666-669, June 4 and 
11, 1948. 3 figs. 


A preliminary study of 72 skulls revealed that the site 
of the sella turcica varied, being usually 6 to 26 mm. 
Patients were radio- 
graphed in a sitting position, the sagittal plane being 
parallel to a vertical cassette at the side of the head. 
Using 80 to 85 kV and a Lysholm grid, the authors 
gave 1:3 to 1-5 seconds exposure. In the series of 
161 cases, the size of the sella was classified as either 
normal or small, the latter type being present in 78 out 
of 97 cases of chronic rheumatism, 11 out of 23 cases of 
post-traumatic rheumatism, 5 out of 11 patients with 
congenital spinal deformities, and 11 out of 30 with other 
diseases. The interclinoid distance was less than 2 mm. 
in 58 of the patients with chronic rheumatism, being com- 
pletely closed by a bony bridge in 11, of whom 2 had 
genital hypoplasia. The sella was also bridged in 2 
patients with congenital deformities and in 1 “ non- 
rheumatic”. More than half the patients with rheu- 
matism had widened anterior and posterior clinoid 
processes with decalcification, most often in the posterior 
processes. This was less obvious in the non-rheumatic 
diseases, even after allowing for age. [The age limits of 
the various groups are not given.]_ The authors conclude 
that persons with this smail type of sella, which is often 
closed and has widened clinoid processes, are predis- 
posed to rheumatic diseases. 

[The criteria for assessing the size of the sella turcica 
are not given, and the number of controls studied is too 
small for the comparison to be convincing.] J. Ansell 
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561. Electrophoretic Studies on the Plasma Proteins of 
Patients with Neoplastic Disease, I. Gastric Cancer 

M. L. PETERMANN and K. R. HoGness. Cancer [Cancer] 
1, 100-103, May, 1948. 2 figs., 12 refs. 


The results of an electrophoretic analysis of the plasma 
proteins of a group of patients with gastric ulcer and 
gastric cancer, a group whose gastric tumours had been 
removed up to 5 years previously, and a group of normal 
subjects are reported. Blood samples were taken from 
all subjects in the post-absorptive state, with sodium 
citrate as anticoagulant. The electrophoretic observa- 
tions were made at pH 8-6 in “‘veronal”-citrate buffer of 
jonic strength 0-01. 

‘In patients with gastric ulcer the hypoproteinaemia is 
due entirely to a decrease in plasma albumin, the concen- 
trations of the other protein components being normal. 
A similar fall in plasma albumin occurs in patients with 
gastric cancer, but in these cases the levels of «-globulin 
and fibrinogen are somewhat above the normal, while no 
change occurs in the amounts of 8- and y-globulins. 

A group of patients with inoperable gastric tumours, 
or from whom tumours had been removed, were given a 
high-protein diet, and their plasma proteins were estimated 
at weekly intervals. Where the gastric tumour was still 
present, the abnormalities persisted. In cases in which 
the tumour had been removed the «-globulin and fibrino- 
gen values returned to normal in a few weeks but the level 
of plasma albumin rose only very slowly. Normal 
albumin values were found in the plasma of patients 
surviving for 5 years. None of these abnormalities is 
characteristic of cancer in general or of gastric cancer in 
particular. They are found as a general concomitant of 
wasting disease. H. G. Crabtree 


562. Electrophoretic Studies on the Plasma Proteins of 
Patients with Neoplastic Disease. II. An Acid Protein 
Present in the Plasma 

M. L. PETERMANN and K. R. HoGness. Cancer [Cancer] 
1, 104-108, May, 1948. 2 figs., 21 refs. 


Electrophoretic analysis of human plasma proteins at 
pH 4-0 in acetate-chloride buffer reveals a protein with 
an iso-electric point much lower than those of the 
well-known plasma proteins. This “‘ acid-component ” 
migrates anodically with a mobility of —2-7 x 10-5 cm. 
per second per volt. It has been estimated quantitatively 
in the plasma of 15 subjects without cancer, including 4 
with cirrhosis of the liver, 2 with familial idiopathic 
dysproteinaemia, 1 with pancreatitis, 1 with severe weight 
loss but no evidence of organic disease, and 6 free of 
disease, together with several with gastric ulcer, gastric 
cancer, lung cancer, leukaemia, and Hodgkin’s disease. 
The plasma of patients with gastric or lung cancer con- 
tained significantly more of this material than was found 
In cases of gastric ulcer or non-neoplastic diseases, or in 


normal subjects. High values were also found in 3 of 
4 cases of lymphatic leukaemia and in 2 cases of - 
Hodgkin’s disease. The plasma of patients who had 
survived gastrectomy for cancer for more than one year 
showed normal values. Small amounts of this “‘ acid 
component” have been isolated electrophoretically. 
Preliminary tests have shown it to be a protein, probably 
containing a sulphuric acid ester, amino-sugar, and 
possibly uronic acid. It differs however from hyaluronic 
acid. H. G. Crabtree 


563. Electrophoretic Studies on the Plasma Proteins of 
Patients with Neoplastic Disease. III. Lymphomas and 
Leukemia 

M. L. PETERMANN, D. A. KARNOFSKY, and K. R. Hoc- 
NESS. Cancer [Cancer] 1, 109-119, May, 1948. 13 refs. 


No systematic survey of the electrophoretic patterns of 
the plasma proteins of patients with leukaemia or the 
lymphomas has been reported previously, but occasional 
studies have revealed no characteristic distribution. It 
has been suggested in the case of Hodgkin’s disease that 
“* the plasma proteins bear a relation to the clinical state 
of the patients rather than being specific or characteristic 
of the disease itself ”’. 

This paper gives the detailed results of such an analysis 
on the plasma of 21 patients with Hodgkin’s disease, 
chronic myelogenous and lymphatic leukaemias, acute 
myelogenous leukaemia, or lymphosarcoma. In some 
cases plasma was taken after treatment with a nitrogen 
mustard. Analyses were madein“ veronal ”’-citrate buffer 
of pH 8-6. The relevant clinical and laboratory data are 
given for 21 patients, and the results of 36 electrophoretic 
analyses of plasma proteins are detailed. No electro- 
phoretic pattern was obtained that was in any way 
characteristic of these diseases, and normal patterns were 
sometimes found in the presence of well-éstablished 
myelogenous and lymphatic leukaemia and lympho- 
sarcoma. In cases of Hodgkin’s disease the decrease in 
albumin and increase in «-globulins, fibrinogen, and y- 
globulin were consistent with the systemic intoxication 
which accompanies this condition. H. G. Crabtree 


564. 8-Glucuronidase Activity in Human _ Tissues. 
Some Correlations with Processes of Malignant Growth 
and with the Physiology of Reproduction 

W. H. FisHERMAN and A. J. ANLYAN. Cancer Research 
[Cancer Res.] 7, 808-817, Dec., 1947. 19 figs. 


The authors have previously reported increased §- 
glucuronidase activity in human cancer tissue, particu- 
larly in carcinoma of the breast with metastases to lymph 
nodes. The present report deals with an extension of this 
type of assay to a wide variety of malignant and benign 
human tumours, and includes comparable data on a 
series of normal tissues, 
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A pronounced rise in f-glucuronidase activity was 
found in tumours of the breast, ovary, stomach, colon, 
uterus, penis, and lung, when compared with the values 
for adjacent non-involved tissue. Metastases to lymph 
nodes and other organs showed a similar higher activity. 
Surgically removed specimens of female reproductive 
organs in no way involved with cancer were also assayed 
for -glucuronidase activity. Breast, uterus, and 
placenta at parturition showed substantial enzyme 
activity, but there was a notable decline in activity in 
post-menopausal specimens. 

It is suggested that f-glucuronidase functions in the 
synthesis of the glucuronic acid conjugates of oestrogens 
before their utilization by the tissues. The high activity 
in neoplasms is interpreted as a metabolic response of 
these tissues to oestrogen or some closely related sub- 
stance. H. G. Crabtree 


565. Changes in Blood Proteins in Malignant Tumours 
(including So-called Cancer Reactions). (Uber Verander- 
ungen der Bluteiweisskérper bei bésartigen Geschwiilsten 
(inkl. sog. Krebs-Reaktionen ”’)) 

C. WUNDERLY and F. WUHRMANN. Oncologia [On- 
cologia, Basel| 1, 73-90, 1948. 2 figs., bibliography. 


The authors survey the value of such tests as those of 
Roffo, Kahn, Botelho, and Bendien and of electrophore- 
tic patterns in the diagnosis of cancer. All such tests 
depend upon alterations in the blood proteins. The 
authors conclude that none is specific for cancer, although 
in malignant disease there is an increase in the «- and 
B-globulin fractions, coupled with a decrease in the 
albumin fraction and a corresponding decrease in total 
plasma proteins. These are secondary changes. Elec- 
trophoretic patterns in 5 cases of malignant disease are 
described. G. M. Bonser 


566. Application of Chromatography to Segregation 
Studies of the Agent of Chicken Tumor I (Rous Sarcoma 
Virus) 

V. T. Ritey. Science [Science] 107, 573-575, May 28, 
1948. 2 figs., 10 refs. 


Rous sarcoma virus is strongly, but reversibly, ad- 
sorbed on diatomaceous silicon dioxide (‘‘ celite’’) in 
the presence of physiological sodium chloride. solution. 
Partially purified chicken tumour extract was prepared 
in —0-8 log molar saline, and 50-ml. amounts of this 
stock preparation were adsorbed on identical micro- 
columns, 8x35 mm., consisting of 0-5 g. of celite as 
adsorbent. Each of 7 columns was then developed with 
10 ml. of —0-8 log molar saline and eluted with 10 ml. of 
sodium chloride ranging in log molarity from —2 through 
—5, and ending with distilled water. The eluate from 
each column was analysed for nitrogen and tested in a 
balanced, quantitative bioassay for tumour agent. The 
potency of the eluate, expressed as virus concentration 
compared with that of the partially purified stock 
extract, increased with decreasing concentration of salt 
in the eluate. The percentage of agent recovered and its 
purity similarly increased. 

A total of 100 ml. of partially purified tumour agent 


‘repeated at intervals shorter than 3 or 4 days. 


extracted in 0-9% saline was adsorbed on a col 
34x 42-5 mm., consisting of 10 g. of celite, followed by 
development with a further 50 ml. of saline. The solid 
adsorbent column was extruded and sectioned. Tests of 
the column section for nitrogen content and virus cop. 
centration revealed regional concentration of the virys 
in the top of the column, whereas nitrogen unassociated 
with virus activity was distributed throughout the column 
and in the filtrate. Electron-microscope studies showed 
that a high concentration of particles was present in some 
lower segments of the adsorption columns where no virys 
activity was present. These “inert” particles were 
morphologically similar to the particles in the top 
section containing active tumour agent. The alt 
concentration in physiological isotonic solutions is much 
in excess of the maximum concentration which allows 
normal passage of the virus particles through diato- 
maceous earth. A. K. Powell 
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567. Effect of Podophyllin on Transplanted Mouse 
Tumors 


M. BELKIN. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol. | 93, 18-25, May, 1948, 7 


figs., 6 refs. 


Podophyllin (U.S.P.X.) dispersed in sesame oil was in- 
jected subcutaneously, in doses of 20 mg. per kilo of body 
weight, into 12 Swiss albino mice carrying 15-day-old 
implants of sarcoma 180. Four injections were given at 
intervals of 3 to 4 days in the side of the mouse opposite 
to the tumour. A similar group of mice received in- 
jections of sesame oil only. The injections of podo- 
phyllin promptly retarded growth of the tumours, and at 


the end of 2 weeks, when the experiment was terminated, . 


the average volume of the treated tumours was approxi- 
mately one-seventh that of the controls. A _ similar 
experiment was carried out with a transplanted mammary 
adenocarcinoma in C3H mice; three injections of podo- 
phyllin were given, and the average terminal volume of 
the tumours was about two-thirds that of the controls. 

In both experiments the most prominent and consistent 
result of the treatment, as determined histologically, was 
extensive necrosis. Haemorrhage was not constantly 
present, but was moderate to severe in some of the 


- tumours. Hydropic degeneration and vacuolization of 


cytoplasm were more pronounced in sarcoma 180 than in 
the carcinoma. Characteristic nuclear changes in both 
tumours included diminution in the number of mitoses 
and abundant pyknosis and karyorrhexis. Arrest of 
mitosis at or before the metaphase was frequent and 
resembled that caused by colchicine. 

Podophyllin was toxic, and injections could <7 
F 


intake was below normal for about 24 hours after an 
injection, but was not, in the author’s opinion, respon 
sible for the changes in the tumours, for in an experiment 
in which the food intake was severely restricted (by 40%) 
the volume of the tumours was reduced to about 70% 
that of tumours ‘in control mice but histological changes 
like those produced by podophyllin were not found. 


© 


yy 40%) 
ut 70% 
changes 

found. 
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Examination of tumours-at different stages of treatment 


indicated that the specific podophyllin effect was exerted 

at each administration of the drug; resistance to the drug 

apparently did not result from repeated administration. 
_L. Foulds 


' §68. Comparison of the Epidermal Hyperplasia in the . 
Skin of Mice after Application of Carcinogenic and Non- 


carcinogenic Irritants. [In English] 
N. O. BerG. Acta Pathologica et Microbiologica 


* Scandinavica [Acta path. microbiol. scand.| 25, 34-44, 


1948. 8 figs., 10 refs. 


On clipped areas of the backs of mice of the Dobro- 
yalskaia-Zawadskaja strain the following irritants were 
painted: turpentine; cantharidin; trichloroacetic acid; 
croton oil; and benzpyrene. Mechanical trauma was 
also applied. Mice were killed at daily intervals and the 
skin was treated with 0-5% benzpyrene in acetone just 
before death. This substance was deposited in lipid- 
containing structures and under the fluorescence micro- 
scope indicated the distribution of lipids. In all cases 
in which epithelial hyperplasia ensued there was a peri- 
nuclear accumulation of lipid and an increase of mito- 
chondria. No distinction could be made between effects 
of carcinogenic and non-carcinogenic irritants. The 
epithelial hyperplasia induced by carcinogens differed 
from that of non-carcinogenic origin in that there was a 
disturbance of mitosis during the development period. 
There appeared to be an obstruction at the transition to 
the metaphase which was not found in non-specific 
hyperplasia. 
cell nucleus in every case but a greater variation in size 
seemed characteristic of hyperplasia induced with 
carcinogens. G. Calcutt 


569. On Colchicine Tests for the Purpose of Ascertain- 
ing Cell Division and Regenerative Conditions in the Liver 
ofthe Rat. [In English] 

H. Ter. Acta Pathologica et Microbiologica Scandi- 
navia [Acta path. microbiol. — 25, 45-53, 1948. 7 
figs., 8 refs. 


To discover when mitosis normally ceases in the rat, 
liver preparations (fixed in Susa and stained with Heiden- 
hain’s iron haematoxylin): were made from animals 
ranging in age from the newborn to 11 months. Mitotic 
counts showed that the rate of mitosis was high in new- 
born animals, falling rapidly within a week, and then 


remaining approximately constant up to about 5 weeks. . 


After that age mitoses were only rarely found. In the 
bile ducts there were approximately the same numbers as 
in liver cells. In newborn rats the mitoses were small 
(9 to 13 2) but after 1 week many were considerably larger 
(16 to 19 4). . Mitoses of the epithelium of bile ducts were 
small and of equal size (8 to 12 yz). 

Rats 10 months old received sublethal doses of col- 
chicine, and the livers were examined at intervals up to 
9days. Only 2 distinct colchicine mitoses were found in 
19 animals but after 2 days a few ordinary mitoses were 
seen. Mitoses were more frequent if the colchicine was 
given when the animals were under ether anaesthesia. It 


There was a marked increase in size of the © 


is suggested that the ordinary mitoses are the result of the 
toxic influence of both the colchicine and narcotic on the 
liver. Colchicine-induced mitoses were large (21 to 24 2). 
Very few mitoses appeared to be induced in the bile duct 
epithelium with colchicine. It is concluded that liver 
cells do not lose their ability to undergo mitotic division, 
although there may be some decrease with age. The 
large cells appear to be particularly prepared for mitosis. 
G. Calcutt 


570. Lesions of Chronic Thiamine Deficiency in Mice 
T. B. Dunn, H. P. Morris, and C. S. DuBNnik. Journal 
of the National Cancer Institute [J. nat. Cancer Inst.) 8, 
139-155, Dec., 1947. 12 figs., 34 refs. 


The general changes observed in 97 mice suffering from 
chronic thiamin (aneurin) deficiency included reduction 
in size of all organs brought about by reduction in cell 
volume affecting both cytoplasm and nucleus, hyperaemia 
of organs and tissues, considerable reduction of fat, and 
a greater proportional weight of heart and brainand lower 
proportional weight of spleen in relation to body weight. 

Histological changes were not seen in any parts of the 
nervous system except the brain. Haemorrhagic lesions 
in the mid-brain at the point of junction of the pons and 
medulla, and below the floor of the fourth ventricle, due 
to increased capillary fragility were observed but no pro- 
liferative vascular changes could be seen in mice suffering 
from chronic thiamin deficiency. Only minimal damage 
to nerve cells was noted. The haemorrhages in the brain 
could not be correlated with clinical symptoms of thia- 
min deficiency. The same degree of weakness and in- 
coordination was seen in mice with or without the 
haemorrhages. 

. The reproductive organs in females were reduced in 
size and extremely atrophied in all thiamin-deficient 
mice. The formation of corpora lutea in ovaries was 
reduced and the same changes were seen in control 
animals with adequate thiamin supply but restricted food 
intake. In control males on restricted amounts of food 
but with adequate thiamin intake these changes were not 
seen. 

Degenerative changes, closely resembling those in 
vitamin E deficiency, were found in skeletal muscles of 
thiamin-deficient mice and occasionally also in control 
mice on a restricted food intake. Macroscopically these 
changes appeared as silvery streaks and microscopically 
as finely granular swollen areas in the fibres surrounded 
by cells with indistinct peripheral margins, which were 
often coherent. The muscles most frequently involved 
were the rectus capitis group and the longissimus dorsi; 
the muscles of the tongue, colon, and myocardium 
occasionally showed similar changes. 

Extreme atrophy of the lymphatic and blood-forming 
organs was found in thiamin-deficient mice as well as in 


.Mice on restricted amounts of food but with adequate 


supply of thiamin. The greatest reduction occurred in 
the number of cells of the lymphocyte type. The vascular 
spaces in the bone marrow were dilated and filled with 
erythrocytes and the cellular marrow was reduced in area 
with young forms of cells predominating. Cellular 
atrophy was observed in the lungs and kidneys. The 
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liver showed absence of fat and reduction of glycogen. In 
the pancreas the zymogen content was greatly decreased. 
During recovery after addition of thiamin with food ad 
libitum, fat and glycogen appeared in the liver in excessive 
amounts and in the pancreas adipose tissue was also 
greatly increased. 

In the gastro-intestinal mucous membrane there was 


engorgement of vessels, and in the epithelium of the 


membrane a reduced number of mitoses. Haemorrhage 
into the stomach was common. 

The authors conclude that no basic histological changes 
were found in mice with chronic thiamin deficiency which 
would indicate a common mechanism for the great variety 
of changes encountered. L. Dmochowski 


571. Ultracentrifugation and Electron Microscope 
Studies of Tissues of Inbred Strains of Mice 

R.. D. Passey, L. DmMocHowski, W. T. AstBury, R. 
REED, and P. JOHNSON. Nature [Nature, Lond. 161, 759, 
May 15, 1948. 3 figs. 


Ultracentrifugation of mouse mammary tumour ex- 
tracts indicates that the critical speed for complete 
centrifugation of the particulate material in from 1 to 2 
hours corresponds to a force of 6x 104 to 12x 104 G. 

Milk from C3H high-breast-cancer-strain mice, treated 


similarly and examined with the electron microscope,’ 


contains particles similar to those found in extracts of 
breast tumours and normal tissues from high-cancer 
strains. Only occasional particles are found in milk from 
C57 low-cancer-strain mice. The particles vary in size 
with diameters of 30 mp, 20 my, and 35 my, and in this 
order of frequency. All extracts examined with the 
electron microscope are being tested for biological 
activity (that is, induction of mammary tumours) by 
inoculation into susceptible hybrids (C57 RIII). Pre- 
liminary results indicate that original preparations from 
high-cancer-strain animals contained biologically active 
particles. R. J. C. Harris 


572. The Action of Blood Plasma from Patients with 
Cancer on Sprouting of Seeds (Preliminary Report). 
(Oddziatywanie surowicy krwi chorych na raka na kiel- 
kowanie nasion wzrost kielkow. Doniesienie tymcza- 
sowe) 

F. VENULET and W. Moskwa. Polski Tygodnik Lekarski 
[Polsk. Tyg. lek.] 3, 193-194, Feb. 16, 1948. 1 fig., 1 ref. 


The authors observed the restraining action of blood 
plasma from carcinomatous patients on sprouting of 
seeds. A 1 to 10% solution of plasma was found most 
suitable. Irrespective of the type of seed—barley, 
wheat, oats, millet, hemp, lettuce, cumin, poppy, pea— 
inhibition of growth, as regards number and height, was 
observed, compared with growth in solution of normal 
plasma under identical conditions. Plasma from tuber- 
culous patients also retarded the growth though less 
markedly. In two cases of carcinoma (breast, rectum) 
the inhibitory effect was lessened post-operatively. The 
growth of szeds transferred after several days on cancerous 
plasm? to pure water was rapidly increased in a few days, 
beirg greater than in control seeds in 40% of experiments. 
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The presence of unknown toxins of neoplastic origin 
in blood plasma is held responsible for inhibition of 
sprouting of seeds just as it is responsible for cachexia jn 
cancerous patients. The investigations are being cop. 
tinued since there is a possibility of clinical application of 
these observations. H. Maslowski 


573. Parasitization of Mouse Sarcoma 180 by Vaccine 
Virus and Its Effect on Tumor Growth 

J. C. Turner and B. MULLIKEN. Cancer Research 
[Cancer Res.] 7, 774-778, Dec., 1947. 12 refs. 


It was thought that micro-organisms might selectively 
infect neoplastic cells and then operate competitively to 
restrict tumour growth. This paper describes an at- 
tempt to establish such a relation quantitatively, filterable 
virus being used as the microorganism. . 

Grafts of sarcoma 180 (Crocker), a tumour with a low. 
regression rate and constant behaviour, were made sub- 
cutaneously into mice. Neurotropic virus obtained from 
commercial calf-lymph by passage through a rabbit was 
maintained intracerebrally in mice and then injected 
directly into those grafted sarcomata which had attained 
the size of a pea. Control tumours were injected with 
suspensions of normal mouse brain or of heat-inactivated 
virus. It was shown that virus multiplied in tumour 
tissue when injected as above or if fragments of sarcoma 
were exposed in vitro to suspensions of vaccinia virus 
before inoculation. Even after almost complete in- 
activation by heat this strain of vaccinia virus multiplied 
in sarcoma 180. 

Comparisons of growth rates of vaccinia-infected and 
control groups were made: (a) by noting the number of 
animals bearing palpable nodules; (5) by killing the hosts 
and weighing the tumours; (c) by an examination of the 
fatality rate. A pronounced inhibition of virus-infected 
grafts was observed during the first week to 10 days (99 
experimental and 106 controls). Similarly, while there 
was considerable variation in weights of individual 
tumours in both groups, the weight of virus-infected 
tumours was on an average one-third that of control 
tumours (18 experimental and 20 controls). There was 
also delay in death of the hosts, 43% of mice surviving 
implantation of virus-infected grafts as against 10% of 
controls. 

Thus the original idea of growth-restraint by virus was 
substantiated; the explanation is offered that the virus 
acts directly on neoplastic cells rather than on the sup- 
porting cells. G. M. Bonser 


574. Studies on the Transmission of Avian Visceral 
Lymphomatosis.' I. Variation in Transmissibility of 
Naturally Occurring Cases 

B. R. Burmester and E. M. DENINGTON. Cancer 
Research [Cancer Res.] 7, 779-785, Dec., 1947. 40 refs. 


In view of the unsatisfactory evidence concerning the 
transmissibility of visceral lymphomatosis an attempt has 
been made at the U.S. Poultry Research Laboratory, 
East Lansing, Mich., to clear up the situation by experi- 
ments under fully controlled conditions. One-day-old 


chicks of a pedigree line of White Leghorns were used as 


. centrifuged, the upper portion being used. 
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recipients, as this breed was known to be susceptible to 
lymphomatosis but relatively free from the disease. The 
donors were chosen from among spontaneous cases with 
massive tumefaction of the liver or ovary. Cellular and 
cell-free inocula were prepared from each donor. 

Preparations containing cells were made by macerating 
the tumours, suspending the mince in normal saline, 
and filtering through sterile cheese-cloth. For cell-free 
inocula the tumours were homogenized with normal 
saline and centrifuged. The supernatant was again 
Inoculations 
of 0-5 ml. of the cell suspension and 1 ml. of the cell-free 
fluid were made into the peritoneal cavity. 

Of the 10 original tumours 8 gave lymphomatous 
tumours of the viscera with the cell-containing inocula- 
tions, but only 4 gave tumours from the cell-free prepara- 
tions. The experiments were carried over 183 days. 
There was a considerable variation in the number of suc- 
cessful transplants from different original tumours. 

There is a detailed discussion of the findings in relation 
to other work in this field. G. Calcutt 


575. Studies on the Transmission of Avian Visceral 
Lymphomatosis. II. Propagation of Lymphomatosis with 
Cellular and Cell-free Preparations 

B. R. BURMESTER. Cancer Research [Cancer Res.] 7, 
786-797, Dec., 1947. 1 fig., 26 refs. 


This second paper is a detailed account of the results 
of serial transmissions of avian visceral lymphomatosis in 
pedigree White Leghorn chicks. The disease was trans- 
mitted by means of cellular suspensions or cell-free pre- 
parations obtained by centrifugation or filtration through 
a bacteria-retaining filter. A high incidence of “ takes ” 
was recorded by both methods. Evidence that visceral 
lymphomatosis is reproducible by material which readily 
passes bacteria-retaining filters is adduced. A detailed 
description of the tumours is given. G. Calcutt 


576. The Elimination of 3,4-Benzpyrene from a Human 
Being after Intravenous Injections 

S. IversEN. Cancer Research [Cancer Res.] 7, 802-807, 
Dec., 1947. 4 figs., 15 refs. 


The metabolism of 3,4-benzpyrene in rats, mice, and 
fowls has been widely investigated. This paper records 
a similar study on a human being. The subject, a man 
aged 33 years suffering from myeloid leukaemia, received 


intravenous injections of the carcinogen in the form of a 


2% suspension in “ postonal ”’-water over a period of 6 
weeks. In all 4-6 g. was administered in a first dose of 
0-6 g. and four further doses of 1 g. The patient died 10 
days after the last injection. (The chemotherapeutic 
experiments of Engelbreth-Holm and Stamer on the 
treatment of leukaemia in the mouse with 9,10-dimethyl- 
1,2-benzanthracene suggested this trial} on man.) ° 

Urine was extracted with benzene and the dried extract 
passed through a column of aluminium oxide. Three 
zones—yellow (A), yellow-green (B), and bluish-violet (C) 
—were visible in ultraviolet light, and each was separated 
and purified by further chromatography. Zone A 
showed a non-characteristic absorption spectrum; B, in 


ethanol solution, had a strong blue fluorescence and an 
absorption spectrum similar to the substance labelled F, 
by Weigert and Mottram (Cancer Res., 1946, 6, 97); C 
contained only unchanged benzpyrene. Extracts from 
faeces yielded, besides the unaltered carcinogen, a pro- 
duct with an absorption spectrum closely related to that 
of zone B from urine, which was identified with the F, 
metabolite of Weigert and Mottram. Unchanged benz- 
pyrene, and a product with yellow fluorescence which 
gave a positive ninhydrin test, were recovered from blood 
3 hours after injection. 

No metabolite of benzpyrene was detected in the skin 
during life, and neither the carcinogen nor any of its 
derivatives could be demonstrated in any organ 12 hours 
after death. The conclusion is reached that benzpyrene 
is metabolized in man in the same way as in other species. 

H. G. Crabtree 


577. A Precipitin Test for Antigens Present in Mouse 
Tissues Containing the Milk Agent 

D. T. IMaGawa, R. G. GREEN, and H. O. HALVoRSON. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 68, 162-166, May, 
1948. 6 refs. 


Specific neutralizing antibodies have previously been 
demonstrated in the sera of rabbits inoculated with ex- 
tracts of tumour tissue containing Bittner’s milk agent. 
A precipitin test for the milk agent is described here. 

Adenocarcinomata of mouse mammary glands, con- 
taining a high concentration of the milk agent, were used 
as a source of antigen. They were ground in a mortar 
with ten times their weight of saline and then homo- 
genized. The homogenate was centrifuged at 2,000 


‘revolutions per minute for 30 minutes at 4° C., the sedi- 


ment discarded, and the supernatant fluid again centri- 
fuged at 15,000 revolutions per minute for 1 hour at 4° C. 
The deposit was suspended in saline so that 1 ml. of the 
suspension was equivalent to 1 g. of tumour tissue. 
Rabbits were given five intramuscular injections of 1 ml. 
of this antigen at 5-day intervals, and the immune sera 
collected after a further 2 weeks. Other antigens were 
prepared in the same way from non-lactating mammary 
glands, with and without the agent, and also from pooled 
spleen, liver, heart, and lung, with and without the agent. 

Antigen-antibody mixtures in serial dilution were 
incubated at 37-5° C. for 30 minutes and then stored at 
4° C. for 15 hours before the degree of precipitation was 
assessed. Antiserum prepared against mouse mammary 
cancer reacted in high titre with tissues containing milk 
agent, and in low titre with tissues lacking this agent. 
Antiserum prepared from normal mammary-gland tissues 
containing the milk agent precipitated mammary cancer 
antigen in high serum dilutions, but an antiserum pre- 
pared from mammary glands lacking the milk agent 
caused precipitation only at low serum dilutions. 

Since cancer tissues used as antigens contain a certain 
proportion of normal tissues, efforts were made to elimi- 
nate the normal tissue antibodies by precipitin-absorption. 
reactions. Antigen derived from normal mammary 


gland without the milk agent was added to the cancer 
antiserum, and the moderate precipitate thus formed was 
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removed by centrifugation. The antiserum remaining 
still gave a positive precipitation with antigens from 
tissues containing the milk agent, though only a slight 
reaction occurred with antigens from tissues free of the 
milk agent. H. G. Crabtree 


578. The Change in the Leucocytic Formula by the 
Leucocytosis-promoting Factor of Exudates in Experi- 
mental Leucemia 

V. MENKIN. Science [Science] 107, 546-547, May 21, 
1948. 10 refs. 


The author has shown previously that injured granu- 
locytes liberate into exudates a factor capable of pro- 
ducing in animals a leucocytosis in the blood and 
hyperplasia of the granulocytes in the bone_ marrow. 
The factor has been separated and is thought to be a 
polypeptide attached to the pseudoglobulin molecule. 
This leucocytosis-promoting factor, derived from canine 


exudates, was given to mice that had been inoculated 


with a strain of transmissible chloroleukaemia. The 
results show that in some, but not all, of the mice so 
treated the percentage of polymorphonuclear leucocytes 
in the blood increased; such a change was not seen 
in a control group which received the leukaemic inocula- 
tions but not the factor. Total leucocyte counts were 
not made, so that it is not certain whether there was an 
outpouring of polymorphonuclears from the marrow and 
other sources or whether there was, in fact, increased 
maturation of granulocytes. A few figures are quoted 
that suggest that the total leucocyte count is not much 
increased, and therefore that the leucocyte-promoting 
factor does promote maturation. On this assumption 
injections of the purified factor were given intravenously 
to several children seriously ill with acute leukaemia. 
There was no change in the differential white cell counts 
and the disease took its usual course. M. C. G. Israéls 


579. Thiamine Deficiency and Thiamine Requirements 
in C3H Mice 

H. P. Morris and C. S. Dusnik. Journal of the National 
Cancer Institute (J. nat. Cancer Inst.| 8, 127-137, Dec., 
1947. 10 figs., 20 refs. . 


Young and adult C3H female mice of a high-breast- 
cancer strain were maintained on different diets, which 
contained varying quantities of thiamin (aneurin) with 
an adequate amount of all other essential constituents 
and a 20% fat content, and an unlimited supply of tap 
water. The food intake of control mice was adjusted to 
that consumed by experimental animals. 

Twelve litter-mate pairs 25 days old and an unspecified 
number of 3-month-old female mice were divided into 
two groups, each with an equal number of animals. Ex- 
perimental mice were maintained on a basic thiamin-free 
diet and control mice on the same basic diet in amounts 
equivalent to those taken by their litter-mates but with 
addition of adequate amounts of thiamin. The average 
survival time for young and adult mice in both groups 
was 24 days. The experimental mice developed symp- 
toms of acute thiamin deficiency which set in between 
the twentieth and twenty-fifth days in both age-groups 


and consisted of hyperirritability of muscles, rigidity of 
legs, spinning movements, rapid and shallow breathing, 
and paralysis of hind legs which appeared only after 
stimulation. Twelve groups of 10 mice 25 to 27 days old 
were fed on a basic diet with amounts of thiamin varying 
from 0-1 to 10 wg. An increase in weight which was 
observed in the mice of all groups during the first 10 days 
was followed within the next week by loss of weight and 
rapid death of mice maintained on 0-1 yg. of thiamin per 
g. of food. Mice fed on 0-8 to 1 yg. of thiamin per g. 
of food survived for an average of 44 days and also died 
with symptoms of chronic thiamin deficiency, char. 
acterized by difficulty in breathing and maintaining 
balance. These symptoms were not seen in mice fed 
on 1-5 to 10 yg. of thiamin per g. of food, and 2 

gave a maximum growth response. Chronic deficiency 
appeared in young mice at the same time whether the 
animals were first deprived of their initial reserves or 
were placed immediately on diets with insufficient 
amounts of thiamin. Growth was not affected by 


addition of inositol to the basic diet, which contained" 


either inadequate, suboptimal, or excessive quantities of 
thiamin. 

Fifteen. 5-month-old female mice received a basic diet 
with an addition of 2 yg. of thiamin for each g. of food. 
The average daily intake was 2 yg. for 10 g. of body 
weight and no symptoms of thiamin deficiency were seen 
during 11 weeks of observation. Mild symptoms were 
observed in these mice when fed during the following 7 to 
14 weeks on the same diet with 1 yg. of thiamin per g. of 
food and an average daily intake of 1 yg. for each 10g. 
of body weight. The minimum daily requirement of 
thiamin of an adult mouse was assessed at between 
2°5 and 5 pg. 

In chronic deficiency an increase in weight during the 
first 5 weeks was followed by a gradual decrease at a 
similar rate, while in acute deficiency, after 1 week, the 
decrease in weight was much more rapid. 

Enforced restriction of food caused loss of weight and 
death of control mice within the same time as did self- 
induced food restriction due to lack of thiamin. 

L. Dmochowski 


580. The Transplantability of Mammary Cancer in 
Mice Associated with the Source of the Mammary Tumor 
Milk Agent 

J. J. Brrrner. Cancer Research [Cancer Res.] 7, 741- 
745, Dec., 1947. 41 refs.. 


It has been shown that the progressive growth of grafts 
of tumour tissue is dependent upon the genetic relation- 
ship between the host inoculated and the tumour cell. 
The object of the present investigation was to determine 
whether the milk factor, which is believed to act in 
association with genetic and hormonal factors in the 
induction of mammary cancer in the mouse, could affect 
this genetic relationship. 

Twelve mammary tumours arising in different well- 
known American stocks or their hybrids were inoculated 
by the subcutaneous method into mice of 23 types.of 
genetic constitution, carrying either natural or artificially 
administered milk factor of 3 types, or deprived of milk 


a> 


o 


— 


- the A stock. 


'- for periods of up to 566 days. 
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. The numbers of inoculated mice in each group 
varied from 3 to 45. The results [which are extremely 
complicated owing to the varied nature of the host 
material as regards genetic constitution and milk factor 
content] confirm the observations of others that the 
growth of transplanted mammary cancer is dependent 
upon genetic relationship with the host and not upon the 
milk factor. Only one exceptional inoculation in several 
hundreds was noticed, in that one of the 6 F, hybrids 
between Z and D strains was susceptible to tumour from 
G. M. Bonser 


581. Thyroidal and Vascular Changes in Mice Following 
Chronic Treatment with Goitrogens and Carcinogens 

A. GORBMAN. Cancer Research [Cancer Res.] 7, 746- 
758, Dec., 1947. 18 figs., 44 refs. 


Some 312 mice of several inbred strains were main- 
tained from the age of 1 month to 3 months for a period 
of up to 82 weeks on goitrogenic diets containing thio- 
urea or thiouracil; there were 122 control mice. 

The effect of giving two carcinogens simultaneously 
with the goitrogen (benzpyrene subcutaneously and 2- 
acetylaminofluorene orally) was also tested. The 
mortality was high. The weights of the animals on 
goitrogenic diets were lower than those of controls and the 


thyroids were constantly enlarged. A brief account of” 


normal thyroid structure in the mouse is given, followed 
by a description of the effects on the gland of goitrogens 
Changes consist chiefly 
in initial epithelial hypertrophy and exhaustion of colloid, 
followed by a uniform interstitial and follicular hyper- 
plasia, cyst formation in follicles with papillary hyper- 
plasia, rupture of the capsule, formation of sinus-like 
blood spaces containing intravascular masses of thyroid 
cells, and finally spread of these masses to the lungs. 
Reduction in size of the thyroid is also described in 12 
animals after a brief return to normal diet. Goitrogenic 
treatment suppressed the carcinogenic properties of con- 
comitantly administered benzpyrene and acetylamino- 
fluorene. 

The author disagrees with the statements of Biel- 
schowsky (Brit. J. exp. Path., 1945, 26, 270) and of 
Purves and Griesbach (ibid., 1946, 27, 294 and 1947, 28, 
46) that changes induced by goitrogens are carcinomatous, 
chiefly on the grounds that the maintenance of the 
changes depends upon a continued supply of the chemical. 
[The number of animals and the period of time allowed 
for return to normal are both small.] The author notes 
that the changes in the mouse are uniform, whereas in the 
rat lesions are nodular (Bielschowsky). He expresses 
the opinion that the carcinogen played little or no part 
in the production of thyroid tumours by Bielschowsky. 
He notes that the normal senile changes observed in the 
thyroid are suppressed. 

[This is a provocative article of much interest. Not all 
treaders would agree with the author’s contention that the 
intravenous thyroid tissue is not malignant. It may be 
noted that tumours interpreted as thyroid carcinomata 
were induced in mice with 2-acetylaminofluorene only 
(Armstrong and Bonser, J. Path. Bact., 1947, 59, 19).] 

_G. M. Bonser 
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582. The So-called Defect of Abdominal Muscle. (Der 
sog. Symmetrische Bauchmuskeldefekt. (Eventratio apo- 
neurotica ventralis)) 

P. RInIKER. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie (Schweiz. Z. Path. Bakt.] 11, 346-364, 
1948. 3 figs., 24 refs. 


In a 6-month-old boy, whose abdomen had resembled a 
collapsed bag since birth, the abdominal reflexes were 
absent and faradic stimulation produced no contraction 
of the abdominal muscles. He died after a month’s ill- 
ness. The infra-umbilical part of the rectus muscle was 
replaced by tough fascial tissue but the other skeletal 
muscles were normal. The testes were not descended, 
The mesentery was unusually long. The ureters and 
bladder were dilated, as in obstruction of the bladder 
neck. The presence of blood in the larynx and trachea 
was due to a ruptured oesophageal vein. In the tran- 
sition from muscle to fascia, muscle fibres became thinner 
but maintained their striation; then the number of nuclei 
increased and fibres were replaced by coarse collagenous 
tissue. Other skeletal muscles were normal. In the 
ureters hypertrophy and atrophy of the muscularis 
alternated. The oesophageal bleeding is attributed to 
stretching of the lesser omentum due to visceroptosis 
causing congestion of the veins. The dilatation of 
ureters and bladder is secondary to the deficiency of the 
abdominal wall. 

The literature contains reports of 24 similar cases, only 
2 being in females. The oldest child was 17 years old, 
but most were much younger. When the maldevelop- 
ment affects abdominal muscles other than the rectus 
there is usually no distension of ureters and bladder. The 
thorax is often pear-shaped, and the testes are usually not 
descended. There is no evidence that the cause lies with 
the spinal cord, because this is normal. The condition is 
probably analogous to diaphragmatic eventration. 

E. Neumark 


583. Histological Studies on the Oesophagus in Tuber- 
culous Subjects. (Ricerche istopatologiche sistematiche 
sull’esofago di soggetti tubercolotici) 

A. Cistaro. Oto-Rino-Laringologia Italiana [Oto-rino- 
laring. ital.] 16, 325-344, 1948. 6 figs., bibliography. 


Tuberculosis of the oesophagus is a rare finding even 
in open pulmonary tuberculosis, where many organisms 
must be swallowed daily. This is explained by the poor 
blood supply, the scarcity of lymphoid tissue, the type of 
epithelium, and the rapid passage of the organisms into 
the stomach. From a review of published work it was 
found that the condition was rarer in women than in men. 
The extremes of age were 6 months and 86 years, although 
most patients were in middle age. Three types were 
found: (1) ulcerative, the most frequent present in the 
middle and lower thirds; (2) hypertrophic and stenosing, 
at the level of the tracheal bifurcation, and (3) miliary, 
the most rare. © 

Necropsy was carried out on 42 subjects dead from 
bilateral pulmonary tuberculosis and aged 18 to 65. In 
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all cases except one the oesophagus showed no naked-eye 
changes. Tissue was taken from the hypopharynx, the 
level of the tracheal bifurcation, and the supracardial 
area. The perioesophageal cellular tissue and lymph 
nodes were included in the sections made. A number 
of serial sections were cut and stained by the usual 
methods, including Ziehl—Neelsen for bacilli and Unna— 
Pappenheim for plasma cells. The epithelium was ex- 
foliated in places. There was hyperplasia of subepithelial 
lymphoid tissue, and engorgement and dilatation of 
vessels in the submucosa. Muscle tissue was destroyed 
and replaced by a fibro-fatty tissue. In one case there 
was a typical tuberculoma, but without bacilli. In 2 cases 
there were tubercles in the perioesophageal tissue, and in 
1 case there was a track from the lumen to a tuberculous 
lymph node. Cystic areas were produced by stenosis of 
the oesophageal glands. 

The second part of this paper describes the discovery in 
the submucosa of 22 specimens of arteries of a particular 
structure in the neighbourhood of vessels of typical 
appearance. These unusual arteries lacked both internal 
and external elastic laminae, and a true adventitia. The 
muscularis was arranged longitudinally and was usually 
thicker than the restricted lumen of the vessel. Vessels of 
a structure intermediate between these and normal vessels 
were found. Similar vessels have been described in the 
adventitia of the first part of the aorta, the pulmonary 
vessels, and the peribronchial connective tissue. They 
also resemble in many ways the vessels of an arterio- 
venous anastomosis, but such anastomosis was not found 
in serial sections examined by the author. S.A. Beards 


584. Aging and Calcification of the Human Coronary : 


A. I. LAnsinc, H. T. BLUMENTHAL, and 8S. H. Gray. 
Journal of Gerontology {J. Gerontol.], 3, 87-97, April, 
1948. 12 figs., 12 refs. 


The coronary arteries were studied at 144 necropsies 
to discover the relation of arteriosclerosis to the increase 
with age in elastic tissue and in calcium in these vessels. 
Ages ranged from birth to over 80 years, with the largest 
number—43 cases—in the seventh decade. Examination 
was limited to the left anterior descending branch and all 
arteries were fixed by 10% formalin in absolute alcohol. 
A section stained by haematoxylin and eosin, and an 
adjacent section prepared by micro-incineration as in 
their previous series, were examined in each case, and in 
certain cases also sections stained with resorcin-fuchsin 
or phosphotungstic acid. The calcium changes were 
graded as in the previous series. 

The gradual thickening of the intimal layer from birth 
is traced until in the eighth decade it represents 80 to 90% 
of the thickness of the wall, calcification corresponding in 
the younger groups but showing great variation from the 
age of 60 years onwards between different areas, being 
most intense in association with atheromatous plaques, 
the incidence of which rises from this point onwards. No 
essential sex differences could be demonstrated. As 
controls, cases of acute infection, fatal accidents, and 
congenital abnormalities causing death were used, and 
gave slightly lower figures than the average for their ages. 


Other diseases did not affect the degree of calcification 
except for hypertension in the younger age groups, which 
showed an increase on the general average. 

This series confirms previous conclusions, based on a 
study of the aorta, that the basic ageing changes in blood 
vessels are calcification in the media, deposition of lipids, 
and formation of atheromatous plaques secondary to the 
physical changes in the wall. In some of the older cases 
there were changes in the external elastic lamella not 
found in the younger cases. Calcium deposition in the 
plaques is related to the elastic tissue present and not 
directly to the presence of lipids in the intima. The 
authors conclude that neither lipid deposition nor necrosis 
appears necessary for calcification in the coronary arteries, 
and the latter starts in the second decade on the average, 
compared with the third decade in the case of the aorta, 
Calcium is deposited in arteries in an organically-bound 
form up to saturation point, and thereafter some may be 
precipitated as inorganic calcium. 

The authors indicate future lines of research, such as 
the study of local factors influencing calcification of the 
intimal plaque and the determination of the nature of the 
affinity between calcium and elastic tissue. 

Morag L. Insley 


CLINICAL PATHOLOGY 


585. A Dilution Turbidity Test in the Serum in Com- 
parison with the Thymol Turbidity and Cephalin-chol- 
esterol Flocculation Tests 

F. Dreyruss. Journal of Laboratory and _ Clinical 
Medicine [J. Lab. clin. Med.| 33, 672-688, June, 1948, 
30 refs. 


The dilution tests were performed by adding to 0-4 ml, 
of fresh serum doubly distilled water to a volume of 
6 ml. and mixing gently. The intensity of the resulting 
turbidity was measured after 30 minutes in a Fisher 
photometer (filter 660). The readings so obtained were 
then converted into units by using the barium sulphate 
standards of Shank and Hoagland (J. biol. Chem., 1946, 
162, 133). 

In order to elucidate the relation between the dilution 
test, the thymol turbidity test, and the cephalin-cholesterol 
flocculation test, several experiments were carried out. 
Both the thymol turbidity test and the dilution turbidity 
test are performed with distilled water as a diluent, 
whereas in the cephalin-cholesterol test normal saline is 
used. The turbidity in the dilution test increases with 
decreasing salt cancentration, pointing to its euglobulin 
nature. Extracts of several sera were prepared by 
repeated lipid extraction with ether and separation of 
the extract by freezing, and the three tests were performed 
immediately before and after the extraction. Extraction 
was followed by a considerable decrease in thymol 
turbidity and dilution turbidity, and by a slight but 


noticeable decrease in cephalin-cholesterol flocculation. . 


It was thought that this decrease in cephalin-cholesterol 
flocculation might have been due to an alteration of the 
protein structure caused by the repeated freezings, 
rather than by the extraction of lipid material. It also 
appeared that the extracted substance was a lipid frac- 
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tion of the serum. Those sera which gave high thymol 
and dilution turbidity values before extraction yielded a 
visibly greater amount of substance. 

In the course of the investigation itwas found that the 
later a dilution test was carried out the lower its value 
was likely to be; by collecting a number of blood sam- 
ples under oil and comparing them with sera obtained in 
the"usual way, it was shown that this was due to loss of 
carbon dioxide from the samples on standing. 

Clinically, 328 sera from 203 patients were tested. 


. The dilution test was positive in 139 sera, the thymol 


test in 160, and the flocculation test in 131. All 3 tests 
were positive simultaneously in 90 specimens. In cases 
of liver and biliary tract disease, results of all 3 tests ran 
parallel with a few exceptions; the latter were mainly 
cases of neoplastic disease, congestive heart failure, and, 
to a smaller extent, diabetes. In 11 specimens out of 
65 from cases of malignant disease there was a discrepancy 
between results of dilution and thymol tests, and in 5a 
discrepancy between the thymol test and the flocculation 
test. In 10 specimens out of 57 from cases of.congestive 
heart failure, results of the thymol and dilution tests did 
not conform, 8 of them having an increased thymol 
turbidity and normal dilution turbidity. In cases of 
diabetes the thymol test was occasionally positive. 
R. B. Lucas 


586. Study of Humoral Changes in Rheumatic and Joint 
Conditions. III. The Cadmium Sulphate Flocculation 
Reaction (Wunderly’s Reaction). IV. The Weltmann 
Reaction. (Etude des modifications humorales dans les 
affections rhumatismales et articulaires. III. Etude de 
la réaction de flocculation au sulfate de cadmium (réaction 
de Wunderly). IV. Etude de la réaction de Weltmann) 
F. Coste and F. DELBARRE. Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris (Bull. Soc. méd. 
Hép. Paris] 4, 648-651 and 651-657, June 4 and 11, 
1948. 5 figs., 3 refs. 


The Wunderly reaction—in which flocculation occurs 
when 0-2 and 0-25 ml. of 0-4% solution of cadmium 
sulphate are mixed with 0-4 ml. of serum—has been 
applied to 200 sera; 3 out of 28 normal sera caused 
flocculation in 1 tube only, whilst in all the others the 
mixture remained clear. A positive reaction was 
obtained with 5 out of 13 sera which gave a positive 
Wassermann reaction, with the sera of 15 scarlet fever 
patients in which it persisted up to the fortieth day, in 
28 cases of chronic progressive polyarthritis, and in 
13 out of 15 cases of ankylosing spondylarthritis, but in 
only one-third of cases of arthrosis. The authors find 
that flocculation occurs in both tubes when the erythro- 
cyte sedimentation rate is increased considerably and the 
haptoglobinaemic index approaches 2. They suggest 
that the reaction, which is read 3 minutes after mixing, 
can be of great value in recognizing quickly those cases 
of an inflammatory or infective origin which require 
further investigation. 

The authors have applied the Weltmann reaction 
to 400 sera, recording this as 0 when coagulation appears 
in the fifth tube and prefixing a + or — sign when it 
appears in a weaker or stronger solution of calcium 


chloride. In the test 10 tubes are set up containing 
0-1 ml. of serum to which 5 ml. of calcium chloride 
solution is added to give from 0-05 up to 0-5 part per 
thousand in each. The tubes are immersed in a boiling 
water bath for 15 minutes, being shaken at intervals, 
and the zone of coagulation is read when the tubes are | 
cold. 

A negative Weltmann reaction, in which coagulation 
appears in the sixth or subsequent tubes, indicates that 
the zone is diminished. This reaction was present in 
10 cases of scarlet fever during the early days, in 44 out 
of 50 cases of chronic progressive polyarthritis, and in 
17 cases of ankylosing spondylitis. The reaction was 
associated with an increased erythrocyte sedimentation 
rate and an increase in the haptoglobinaemic index 
of the serum, indicating an inflammatory process. Nor- 
mal readings were obtained in the 10 sera from patients 
with arthrosis, in 21 out of 32 normal sera, and in 
sera from 10 out of 18 patients with primary or second- 
ary syphilis. It is suggested that a negative reaction, 
which indicates a diminution in the zone of coagulation 
of serum protein in the presence of calcium chloride, 
corresponds with ah increase in the haptoglobinaemic 
index of the serum and may be related to an alteration of 
the «-globulin. E. T. Ruston 


587. The Concentration of the Labile Factor of the Pro- 
thrombin Complex in Human, Dog, and Rabbit Blood; 
its Significance in the Determination of Prothrombin 
Activity 

A. J. Quick and M. STEFANINI. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 819-826, 
July, 1948. 1 fig., 20 refs. 


The coagulation time of plasma to which has been 
added an excess of thromboplastin (prothrombin time) is 
influenced not only by the amounts of absorbable com- 
ponents A and B of prothrombin, but also by a labile 
factor (factor V of Owren). Absence of this factor may 
be responsible for a haemorrhagic tendency in man, and 
its destruction by oxidation is responsible for the loss of 
prothrombin activity which occurs in stored blood. 

In the present study components A and B were 
removed by treatment with tricalcium phosphate from 
the fresh oxalated plasma to be tested for the labile 
factor. By determining the amount of treated plasma 
which had to be added to a fixed amount of stored plasma 
in order to reduce the prothrombin time to an arbitrarily 
selected value, the relative concentrations of the labile 
factor in human, rabbit, and dog plasma were obtained; 
these were related as 50: 10:1. The higher the con- 
centration of the labile factor the greater the maximum 
effect on the prothrombin time of stored plasma. Thus 
rabbit plasma reduced the prothrombin time of stored 
human plasma to 7 seconds whereas human plasma 
lowered it only to 12 seconds. The prothrombin time 
obtained when the labile factor was added to stored 
plasma was shorter than that produced by similar treat- . 
ment of fresh plasma. This is interpreted as suggesting 
the elaboration in stored plasma of a factor which in- 
creased the activity of the labile factor. 

> A, Brown 
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VIRUSES 


588. Characterization of the “ Enzymic ’’ Action of In- 
fluenza Viruses on Human Red Cells 
B. A. Briopy. Journal of Immunology [J. Immunol.) 59, 
115-127, June, 1948. 1 fig., 19 refs. 


Two capacities of the influenzal group of viruses (a) the 
agglutination of red blood cells, and {6) the elution or 
liberation of the viral particles from the red cells with 
concomitant receptor destruction can be dissociated by 
appropriate treatment. Elutability can be destroyed by 
heating the virus; this does not affect the haemag- 
glutinating titre; such heated virus can be displaced 
from the red cells on which it is absorbed by the receptor 
destroying factor of V. cholerae. The elutability of 
viruses is influenced in general by the same treatments 
and in the same direction as the receptor destroying 
factor of V. cholerae. The evidence presented is con- 
sistent with the hypothesis that a factor closely resembling 
receptor destroying factor forms an integral part of the 
virus surface and plays an important part in virus 
haemagglutination.—[From the author’s summary.] 


589. The Inactivation of Influenza Virus by Mercurials 
and the Reactivation by Sodium Thioglycolate and BAL 


M. KLEIN, J. H. Brewer, J. E. Perez, and B. Day.. 


Journal of Immunology [J. Immunol.] 59, 135-140, June, 
1948. 8 refs. 


Six mercurials (mercuric chloride, merbromin (‘‘ mer- 
curochrome”’), ‘“* merodicein,” ‘“metaphen’’, phenyl- 
mercuric nitrate, and “* merthiolate ’’) were tested for in 
vitro activity against influenza virus (Lee and PR8 
strains). All except merthiolate, which possessed little 
in vitro activity, effectively neutralized influenza virus. 
Merodicein instilled intranasally had some prophylactic 
effect. The mercuric chloride inactivation of the virus 
in vitro could be reversed by sodium thioglycollate or 
BAL, and in vivo by intramuscular injection of BAL. 

C. L. Oakley 


590. Studies with the Electron Microscope on the 
Interaction of Red Cells and Influenza Virus 

F. Hetnmets. Journal of Bacteriology [J. — 55, 
823-831, June, 1948. 6 figs., 7 refs. 


Samples of active B and formalin-inactivated A and 
B mixtures of influenza virus obtained from chick 
allantoic fluid were used. Since, owing to the liability to 
haemolysis of human red cells and their density, cell 
ghosts are to be preferred (provided they retain the 
desired interacting properties) for electron microscopy, 
such cell ghosts were prepared by haemolysing washed 
cells in distilled water and re-washing in saline. Chick 
cells were used intact, the outer peripheral region being 


sufficiently transparent for virus interaction studies, 
The technique of preparing specimens is described. 

It was observed that, during storage at 5° C. in 0.9% 
saline inactivated virus showed changes of shape and 
arrangement due to disintegration and aggregation, 
particles became flattened before disintegration, there 
was a loss of definition, and filaments were formed by 
aggregation. Photomicrographs show the absorption 
of virus B on chick cells and on a human red cell ghost, 
the agglutination of the former, the absorption of in- 
activated A and B vaccine on human red cell ghosts, 
and their agglutination. The changes in shape and 
arrangement of inactivated virus referred to do not 
prevent its absorption by red cells, and it seems that virus 
agglutination is not due to sensitization of the cell sur- 
face but is a direct effect occurring only when there are 
sufficient virus particles present to form linkages between 
the cells. G. T. L. Archer 


591. The Incidence of Neutralizing Antibodies for Type A 
and Type B Influenza Virus in Normal Infants and 


_ Children 


A. S. Lazarus and R. E. WesTFALL. Journal of Im- 
munology [J. Immunol.] 59, 159-164, June, 1948. 2 figs., 
14 refs. 


In the sera of 212 children the antibody titres for types 
A and B influenza virus were estimated by Hirst’s aggluti- 
nation-inhibition technique. The study was carried out 
in an inter-epidemic period in California. With both 
types of virus the titres tended to be high in infants under 
1 year; thereafter they fell to a minimum in children 
between the ages of 1 and 3 years, and then rose pro- 
gressively though irregularly into the early teens. 

G. Payling Wright 
592. The Reversibility of the O-D Type of Influenza 
Virus Variation 

T. P. and J. Y. Suca. 
Medicine [J. exp. isi 87, 
10 refs. 


Burnet and Bull (Aust. J. exp. Biol. med. Sci., 194%, 
21, 55) reported that strains of influenza A virus may 
exist in two forms: one, which they called the O form, 
could be maintained only by amniotic passage of 
embryo lung and trachea, and agglutinated guinea- 
pig but not chicken erythrocytes; the other, or D form, 
maintained by amniotic or allantoic passage of infected 
fluid, agglutinated both varieties of cell. It has been 
generally assumed that the reversion of the O form to the 
D form was an irreversible phenomenon, but experi- 
ments are described in the present paper which render 
this improbable. Thus, during passage of the two strains 
Mel A and Ian A in the amniotic sacs of hens’ eggs it 
was found that there might be an abrupt change from the 
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Oto the D or from the D to the O phases. When the WS 
strain was used after 100 passages in mice and after being 
maintained in the dried form for 6 years something similar 
took place, the O form being obtained from the D and 
the D from the O. The reversion also occurred with 
virus grown in tissue cultures containing either cells of 
the chorio-allantois or the embryo. 

Experiments are also reported which indicate that the 
O form of agglutination might be due to the presence of 
inhibitors in the system and not to lack of affinity of the 


- 0 form of virus for chicken red cells, because if the pH 


of the haemagglutinating system were brought to 5-6 with 
Mclivaine’s phosphate-citric-acid buffer, there might be 
agglutination of both chicken and red cells to approxi- 
mately the same titre by O phase virus. R. Hare 


RICKETTSIAE 


593. The Long Persistence of Rickettsia orientalis in 
the Blood and Tissues of Infected Animals 

J.P. Fox. Journal of Immunology (J. Immunol.] 59, 109- 
114, June, 1948. 15 refs. 


Mice infected subcutaneously with Rickettsia tsutsu- . 


gamushi and surviving, and mice infected intraperitoneally 
with R. tsutsugamushi and treated with toluidine or methy- 
lene blue added to their food, may show active rickettsiae 
in kidney, brain, and blood, notwithstanding the presence 
of circulating antibody and the fact that the animals are 
solidly immune to re-infection. The highest concentra- 
tion of rickettsiae appears in the kidney, the lowest in 
the blood. The organisms may persist for as long as 
610 days. Parallel experiments in cotton-rats show 
survival of R. tsutsugamushi in kidney, liver (269 days), 
brain (154 days), and blood (102 days), though serum 
antibody is also present. 

The importance of these findings in explaining the 
development of rodent reservoirs in tsutsugamushi disease 
is emphasized. C. L. Oakley 


594. The Phenomenon of in vitro Hemolysis Produced 
by the Rickettsiae of Typhus Fever, with a Note on the 
Mechanism of Rickettsial Toxicity in Mice 

D. H. CLarke and J. P. Fox. Journal of Experimental 
Medicine [J. exp. Med.] 88, 25-41, July, 1948. 10 refs. 


Ina study of the cause of rapid death of mice inoculated 
with rickettsial suspensions it was found that these cause 
haemolysis in vitro. Suspensions of yolk sac infected 
with the Breinl and Wilmington strains were used as the 
rickettsial preparation. Rabbit red cells were employed 
in titrations of haemolysin, the highest titres being 
obtained in the presence of 25% serum, 50% saline, and 
25% red cell suspension. The titration mixtures were 
incubated at 35° C. for 18 to 24 hours under aseptic con- 
ditions.. Sheep cells were also lysed, but the red cells 
of the mouse, cotton-rat, and guinea-pig were not 
attacked. The haemolytic principle was found also in 
the liver and peritoneal washings of infected cotton-rats. 


No haemolysis could be demonstrated in preparations of © 


Rickettsia tsutsugamushi. The haemolysin was very 
unstable, and was destroyed by 0:5% formalin, exposure 


. 


for some hours to room temperature, or even freezing to 
—70° C. when in a purified condition. It was closely 
associated with viable rickettsiae, sedimenting together 
in ultracentrifugation experiments and following changes 
in infective and toxicity titres in a parallel manner. No 
physical association could, however, be seen between 
rickettsiae and red cells in stained preparations, and the 
haemolysin was not adsorbed on to the red cells to any 
appreciable extent. Haemolysis was inhibited by im- 
mune serum, and this reaction could be used as the basis 
of a test for titrating immune bodies. When the haemoly- 
sin was inoculated into mice the main effect observed was 
not haemolysis but reduction in the blood volume. The 
toxicity is thus apparently due to an effect on vascular 
permeability. D. J. Bauer 


595. Infection and Immunization of Laboratory Animals 
with Rickettsia prowazekii of Reduced Pathogenicity, 
Strain E 
F,. PEREZ GALLARDO and J. P. Fox. American Journal of 
Hygiene [Amer. J. Hyg.] 48, 6-21, July, 1948. 29 refs. 


An attenuated strain (E) of epidemic typhus rickettsia 
has been developed from a strain isolated in Madrid, 
and its behaviour in laboratory animals has been com- 
pared with that of other epidemic strains. The toxicity 
and infectivity of infected yolk-sac preparations were 
lower, as determined by the inoculation of mice and 
cotton-rats. Inoculation of strain E into rabbit skin 
produced only mild lesions, and inoculation into guinea- 
pigs produced a mild non-fatal infection. The distri- 
bution of strain E rickettsiae in guinea-pigs at various 
times after infection was investigated by inoculating tissue 
suspensions into eggs; rickettsiae were found only in the 
blood and liver, persisting for only 1 day after inocula- 
tion. Attempts to passage the strain in guinea-pigs were 
unsuccessful. Eleven passages were carried out in 
cotton-rats, but this did not increase the virulence for 
guinea-pigs. Two passages were carried out in lice, and 
the results suggested that louse passage could probably be 
carried on indefinitely. The degree of immunity pro- 
duced by strain E in guinea-pigs was investigated, and it 
was found that antibody titres were always lower than 
those produced by the inoculation of other strains. The 
highest titres were obtained when a large dose of ricketts- 
iae was inoculated. - Subsequent challenge with virulent 
murine and epidemic strains was resisted. Inoculation 
of strain E produced a similar degree of immunity in mice 
and cotton-rats. D. J. Bauer 
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596. Studies of the Staphylocoagulase Reaction: 
Nature and Properties of a Plasma Activator and In- 
hibitor 

M. H. Kaplan and W. W. Spink. Blood [Blood] 3, 573- 
585, May, 1948. 13 refs. 


By adding fresh defibrinated human plasma without 
thrombic activity to fibrinogen solution clotting by 
staphyloccocus coagulase was obtained almost as easily 
as with fresh plasma. No clotting of fibrinogen alone 
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occurred with any of the strains used, and fibrinolytic 
activity was excluded by production of clots with throm- 
bin. The activator in fresh serum was found to be 
associated with the crude albumin fraction by am- 
monium sulphate precipitation, but on alcoholic frac- 
tionation it was only found in small amounts in the « and 
8 globulin fractions, and crystalline albumin was in- 
active. The activator was non-dialysable, not destroyed 
by heating up to 100° C. for 30 minutes, and remarkably 
stable at variable pH. It was destroyed by strong boiling, 
by nitrous acid, or by pepsin. 

Some samples of human defibrinated plasma were 
found to produce a clot more quickly when diluted, and 
concentrated globulin fractions of human plasma were 
found to inhibit completely the coagulase reaction. The 
inhibitor was associated with the insoluble euglobulin 
fraction. Rabbit serum contained no inhibitor, but 
guinea-pig serum contained the same amount as human 
serum. The activator level of guinea-pig plasma was 
lower than that of human or rabbit plasma, which may 
explain the relative susceptibility of the three plasmas to 
the coagulase reaction Marjorie Le Vay 


597. The Action of Penicillin on Staphylococcus: 
Observations on the Effect of a Short Exposure 
R. F. ParRKer and §S. Luse. Journal of Bacteriology 
{/. Bact.] 56, 75-81, July, 1948. 4 figs., 7 refs. 


When a culture of staphylococcus in the logarithmic 
phase is exposed to an appropriate concentration of 
penicillin growth is stopped. - If after a short time the 
penicillin is removed, the population of viable cells does 
not decrease and growth is resumed after a lag period. 
This lag is not due to the late multiplication of “* per- 
sisters” only, for a lag is observed even though no 
detectable killing has occurred. Further investigations, 
in which 29 cultures with a wide range of sensitivity were 
used, are now reported. 

Resistance of large and small inocula (as described by 
Gilson and Parker, J. Bact., 1948, 55, 801) was deter- 
mined. In carrying out the tests cultures which might 
be expected from previous tests to have increased from 
100 to 10,000 cells per ml. in about 4 hours, and a 
“* minimal bactericidal concentration ” of penicillin (esti- 
mated by tests of small multiples of the small-inoculum 
inhibitory concentration), were used. Controls consist- 
ing of similar cultures without penicillin were employed; 
manipulations were carried out in a room at 37° C. and 
after 15 minutes both penicillin-treated and control cul- 
tures were centrifuged for 5 minutes, the supernatant 
being then replaced with warm penicillin-free broth, 
recentrifuged, resuspended in similar broth, and replaced 
in the room at 37° C. 

Samples from tests and controls were then plated for 
viable counts at intervals. The manipulations had no 
effect upon the growth of controls, in which logarithmic 
multiplication was continuous. The penicillin cultures, 
on the other hand, went through a secondary stationary 
phase, which was succeeded by a return to logarithmic 
growth. The duration of the secondary lag shows no 
correlation with the penicillinase content of the organisms, 
but a high degree of correlation with the duration of the 


further - 


initial lag period and with resistance to penicillin. Ther 
is also correlation between resistance and the duration of 
the initial lag period which is significant though les 
marked than the correlation with a secondary 
[Figure 3 and Figure 4 are referred to in the text ag 
Figure 4 and Figure 3 respectively. ] 

Two hypotheses explaining the post-penicillin lag are 
discussed: (1) that penicillin blocks the synthesis of an 
essential material; (2) that penicillin may render ap 
essential metabolite useless. The differential avidity of 
absorption of penicillin might also play a part. Ip 
practice, the secondary lag induced may afford an ex. 
planation of the effectiveness of intermittent injections, 
since a short period during which tissue concentration 
might be allowed to fall below inhibitory level would be 
covered by the secondary lag, so that bacterial multjpli- 
cation should not occur. G. T. L. Archer 


598. A Method of Typing Haemophilus influenzae by 
the Precipitin Reaction 

C. F. C. MACPHERSON. Canadian Journal of Research 
[Canad. J. Res.] 26, 197-199, June, 1948. 5 refs. 


_ Six types of pathogenic Haemophilus influenzae, differ- 
ing from non-pathogenic forms in the possession of a 
specific polysaccharide capsule and in the production of 
iridescent growth on Levinthal and Fildes agar, are now 
recognized. It has also been shown that non-encap- 
sulated variants may contain a proportion of the specific 
substance. An attempt was therefore made to separate 
such polysaccharides from non-encapsulated strains (in 
which therefore capsular swelling in the presence of anti- 
serum could not be demonstrated) derived from clinical 
material. Precipitates from suspensions of such growths 
were dissolved in 90% phenol and polysaccharide was 
subsequently precipitated by cold alcohol. 

After centrifuging, the polysaccharide was separated 
from denatured protein by extraction with saline and this 
solution was used in the precipitin reaction with type- 
specific antisera. A positive reaction consisted of im- 
mediate marked turbidity. Slight cloudiness due to 
non-denatured protein is ignored. While variants from 
encapsulated strains gave positive results in some cases, 
strains isolated as non-encapsulated failed to do so. 

G. T. L. Archer 


599. The Proteins in Unheated Culture Filtrates of 
Human Tubercle Bacilli. I. Fractionation and Deter- 
mination of Physical-Chemical Properties. II. Deter- 
mination of Serdlogical 

E. B. Bevitacgua and J. R. McCarter. Journal of 
Experimental Medicine {J. yee Med.] 87, 229-258, 
March, 1948. 2 figs., 29 refs. 


Two strains of human type Mycobacterium tuberculosis, 
one a virulent the other a slightly virulent strain, were 
grown in a synthetic culture medium, and the concen- 
trated culture filtrates fractionated to give 14 fractions m 
each case. Physical and chemical investigation of the 
latter gave evidence, principally from the results of sedi- 
mentation velocity experiments, that two distinct proteins 
were present, in addition to a polysaccharide and nuclei¢ 


= 
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acid. The physical measurements did not demonstrate 
the presence of any other proteins. One of the proteins 
was isolated in pure form, and found to have a molecular 
weight of 44,000+5,000, based on measurements of 
partial specific volume, sedimentation velocity, and dif- 
fusion rate. 

The individuality of the two proteins was confirmed by 
serological methods—by quantitative precipitation and 
precipitation absorption tests with rabbit antisera; by 
skin tests in guinea-pigs actively sensitized with the cul- 


* ture filtrate fractions; and by the passive transfer of skin 


sensitivity to normal guinea-pigs. No other serologically 
distinct protein was found in the filtrates, but a third 
antigen of unknown nature was noted in certain fractions 
from the virulent culture filtrate. T. D. M. Martin 


600. The Susceptibility of Penicillinase-producing Bac- 
teria to Penicillin. I. Factors Influencing Susceptibility 
A. Bonpt and C. C. Dietz. Journal of Bacteriology [J. 
Bact.] 55, 843-847, June, 1948. 7 refs. 


Small inocula (10-5) of Gram-positive, penicillinase- 
producing organisms were as susceptible to penicillin as 
were those of Gram-positive organisms which did not 
produce penicillinase, but larger inocula (10~*) of the 
penicillinase-producing organisms were less susceptible 
to penicillin. It is concluded that penicillinase pro- 
duction plays a major part in the resistance of Gram- 
positive organisms to penicillin, because with small 
inocula where the production of the enzyme is low there 
is little resistance. Gram-negative organisms in general 
showed a greater resistance to penicillin, which was in- 
dependent of inoculum size. The resistance was, how- 
ever, greater in the penicillinase-producing groups. Hence 
it is concluded that, though penicillinase production does 
play a part in the resistance of Gram-negative organisms 
to penicillin, some other mechanism is of more import- 
ance in this group. P. B. Marshall 


601. The Susceptibility of Penicillinase-producing Bac- 
teria to Penicillin. II. The Effect of Sodium Azide 

C. C. Dietz and A. Bonpt. Journal of Bacteriology {J. 
Bact.] 55, 849-854, June, 1948. 1 fig., 6 refs. 


Determinations of the penicillin susceptibilities of 
three penicillinase-producing organisms and of three 
which did not produce penicillinase in the presence and 
absence of sodium azide showed that the sensitivity of 
the former group to penicillin was increased by sodium 
azide to a much greater:extent than that of the latter, 
Suggesting that the azide had an inhibitory effect on 
penicillinase activity. This was confirmed by the 
observation that penicillin was destroyed by penicil- 
linase-producing organisms more slowly in the presence 
of sodium azide. The rate of growth of the organism 
was proportional to the rate of penicillin destruction, but 
penicillin was destroyed éven in the absence of detectable 
growth. Since the destruction of penicillin by pure 
penicillinase was not inhibited by sodium azide, it was 
concluded that the action of the azide was to inhibit the 
production of the enzyme and not its action on penicillin. 
It is suggested that, though sodium azide is too toxic for 
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in vivo administration, a similar inhibitor of lower toxicity 
might be used in conjunction with penicillin in the 
treatment of infections due to penicillinase-producing 
organisms. — P. B. Marshall 


602. The Effect of Human Serum on the Dilution Bio- 
assay of Penicillins G, X, and K 

H. EaGie and H. A. Tucker. Journal of Bacteriology 
[J. Bact.] 56, 59-62, July, 1948. 1 fig., 5 refs. 


Previous work has shown that penicillin is inactivated 
and bound by serum, and that this binding and inactiva- 
tion occurs to a greater degree with penicillin K than with 
the other types of penicillin. The effects vary with the 
serum concentration. It has therefore been recom- 
mended that, in dilution for bioassay, normal pooled 
human serum should be used to equalize serum con- 
centration throughout. 

The authors carried out tests, the results of which are 
tabulated and illustrated by curves, on 11 different 
human sera for penicillins G and K, and on 4 others and 
a pooled serum for penicillin X. Total volumes of 
penicillin dilutions in 96, 48, 24, and 6% serum, and of a 
control series without serum, were adjusted to 0-8 ml. 
A broth suspension of human group O cells inoculated 
with a haemolytic streptococcus was used as an indicator. 
Correction factors were calculated from the relative 
activity of the penicillin in the various serum concentra- 
tions compared with the controls, and these (and others 
interpolated) are given in the table below. 


Percentage of Serum Corrective Factors 
in Indicator Tube 2 (means) 3 
Amount of 
in 
ndicator 
Tube of Anat 
Assay, in | Before Addition | tion 
ml. ! of Red B of G Xx K . 
Ils Red 
Blood 
Cells 
Whole 
0:8 serum = 100 61-5| 2-7 2:3 | 18-2 
0-7 1:1-1 = 87-5 2:2 | 
0-6 1:13 = 75 2-4 2:0 | 12-7 
0:5 1:16 = 62°5| 38°5| 2-2 1-3 | 10-0 
0-4 1:2 = § 31 2-0 1-7 77 
0-3 1:25 = 37-5) 23 1-8 1-5 6:3 
0-2 = 25 15-5| 1-6 1-4 4:5 
0-15 1:4 == 18-7) 11-5] 1-4 1-3 3-3 
0-125 1:65 = 15-6) 1-2 1-2 2-4 
0-1 1:8 -= 125) 8 1-1 1-1 2-0 
0-05 1:16 = 6-3) 4 1-0 1-0 1-5 
<0-05 ics. = 1-0 1-0 1-0 


1 Smallest amount of serum which, brought up to a total volume 
of 0-8 ml. and incubated with 0-5 ml. of a human red blood cell sus- 
pension, completely inhibited haemolysis by the C-203 strain of 
Streptococcus pyogenes. 

2 For example, 0-1 ml. of serum in total of 0-8 ml.=12-5%; after 
the addition of 0-5 ml. of red blood cell suspension used as the 
haemolytic indicator, serum concentration becomes 8-3%. 

3 Factors by which the apparent penicillin concentration in the 
serum must be multiplied to compensate for the inhibitory effect of 
serum in the assay. 


“These findings are of ptimary interest to the in- 
vestigator concerned with the pharmacology and mode 


of action of penicillin. For the physician the uncor- 
rected concentrations may be more useful since such 
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values more nearly represent the concentrations available 
for distribution to the tissues in vivo. These corrective 
factors can be applied retrospectively to previous 
studies.” G. T. L. Archer 


603. Origin of Bacterial Resistance to Antibiotics 
M. Demerec. Journal of Bacteriology [J. Bact.| 56, 63-— 
74, July, 1948. 4 figs., 7 refs. 


Survival curves of Staphylococcus aureus on plates con- 
taining increasing quantities of penicillin or strepto- 
mycin show that all the organisms inoculated survive and 
form colonies in low concentrations of either antibiotic, 
but that, as the inhibitory threshold is reached, survivors 
decrease rapidly and the curve falls steeply, indicating a 
mixed population of sensitive and resistant types, the 
former greatly predominating. This conclusion is born 
out by retesting survivors on high-concentration plates. 
There is, however, no cross-resistance to the two agents. 
The streptomycin curves were less regular than the 
penicillin curves, the former showing survivors even at 
the highest concentrations used. 

If these findings were due to the pre-existence of resis- 
tant individuals, with small inocula greater numbers of 
resistant organisms would be present in the final cultures 
than were in fact found. [It may be noted, however, 
that Eriksen (Abstracts of World Medicine, 1947, 1, 
248) believed a resistant staphylococcal strain, which he 
observed, to be more slow-growing than the parent cul- 
ture, and hence readily overgrown.] Hence they must 
have arisen during culture either: (1) through interaction 
with the antibiotic; or (2) by mutation. 

The latter possibility is indicated by the behaviour of 
equal small inocula in separate broth cultures when later 
subcultured on plates containing sufficient antibiotic to 
inhibit all organisms in the inocula. In such tests 
(Bacterium coli on streptomycin), while equal inocula 
from the same broth culture gave the same number of 
resistant colonies, there were significant differences in the 
numbers of resistant colonies arising from different broth 
cultures of equal total viable content. These differences 
were highly unlikely to have arisen as a chance result of 
the interaction of an equal amount of organisms with the 
same concentration of antibiotic, but were explicable by 
assuming random mutation in individual broth cultures. 

A further aspect of resistance to antibiotics is the step- 
wise increase in degree which can be induced by selection. 
This is illustrated for penicillin by growth curves of a 
primary culture showing no survivors in 0-15 unit per 
ml.; a “ first-step-resistant ’ culture (from primary cul- 
ture survivors from a sublethal concentration) showing 
some survivors at up to 0-2 unit per ml.; a “* second-step- 
resistant ’’ culture (from first-step-resistant survivors at a 
sublethal concentration); and similarly prepared third-, 
fourth-, and fifth-step survival cultures, the last being 
almost completely resistant. This regular stepwise in- 
crease in resistance is not observed with streptomycin. 
The author explains these findings as follows. Bacterial 
mutations are caused by genes. Many genes are involved 


in resistance to antibiotics, those affecting resistance to 


penicillin being different from those affecting resistance 
to streptomycin. One mutation is involved at each step 


as resistance is induced. The uniform behaviour of 
first-step penicillin-resistant strains indicates genes of 
similar potency, while the irregular behaviour of first-step 
streptomycin-resistant strains indicates genes greatly 
differing in potency. 

These considerations suggest that large doses of penj. 


cillin are not required in treatment, as the development 


of resistance can be avoided by maintenance of a dog 
sufficient to eliminate first-step-resistant individuals 
Any suspicion of undue resistance of a strain should be 
investigated and dosage adjusted accordingly. Indis. 
criminate use of penicillin must be avoided. With 
streptomycin, even large doses may not eliminate all 
infecting organisms. Thus, though doses may reduce 
them to numbers with which the body can deal effectively, 
resistant strains are very likely to arise, and streptomycin 
administration should be restricted to the treatment of 


serious infections which cannot be otherwise controlled, 


The combined use of two antibiotics affecting the same 
organism, but of independent action not inducing mutual 
resistance, should be the most effective way of preventing 
the origin of resistant bacteria, as this would require the 
simultaneous mutation of two genes, one conferring 
resistance to each antibiotic. G. T. L. Archer 


604. A New Technique for Sputum Concentration, 
(Una prueba mas de enriquecimiento de esputos) 

E. Romera VELAsco, A. MuNoz MuNoz, and A. Garcia 
PorRERO. Revista Clinica Espaiiola [Rev. clin. esp.] B, 
379-384, March 31, 1948. 5 figs., 19 refs. 


Instead of the usual smear preparation, a drop of the 
homogenized sputum is left to dry on the slide and then 
stained in the usual way. As an effect of superficial 
tension a greater concentration of bacilli is obtained at 
the periphery of the dried drop. A comparative study 
of 100 specimens of (a) ordinary smear, (6) smear after 
homogenizing, (c) dried drop, and (d) dried drop after 
homogenizing, showed that, whenever any of the (a), (0), 
and (c) methods demonstrated the presence of bacilli, the 
same result was obtained with the recommended techni- 
que; in 3 additional instances bacilli were demonstrable 
by only the (d) technique. The total number of sputa 
positive for tubercle bacilli was 74. A. Lilker 


605. Trisodium Phosphate in the Diagnostic Culture of 
Tubercle Bacilli 

H. J. Corer and W. Bain. American Journal of Clinical 
Pathology [Amer. J. clin. Path.) 18, 303-312, April, 1948. 
10 refs. 


Trisodium phosphate has been found useful in the 
treatment of sputum from which Mycobacterium tuber- 
culosis is to be cultured. This substance in 10% solution 
can remain in contact with tubercle bacilli for up to ! 
week at room temperature without destroying them, but 
it destroys contaminants in sputum within 24 hours at 
37° C., or within a period varying from several days to 
1 week at room temperature. 

Some experiments with sputum are recorded in this 
paper—for example, it was found that 10% trisodium 
phosphate placed in the receptacle in which sputum 1s 


e 


collected significantly retards contaminants but does not 
influence the number of positive cultures of tubercle 
pacilli—but the greater part of it is devoted to an account 
of experiments in which trisodium phosphate and other 
reagents were used in the treatment of faeces, which were 
to be cultured for the tubercle bacillus. Trisodium phos- 
phate, sodium hydroxide, and oxalic acid, alone or in 
combination, were the reagents used. The results were 
disappointing: positive cultures from faeces were 
obtained from only 4 of 63 tuberculous women and 1 of 


. §5tuberculous men. There was no correlation between 


the finding of a positive culture from the faeces and the 
clinical stage of the pulmonary disease. Of interest was 
the fact that the faeces in 1 case with a positive result 
yielded four more positive results on subsequent examina- 
tion. An investigation to explain the paucity of positive 
results indicated that the reagents used were not the cause. 
In human faeces tréated with trisodium phosphate for 
from 3 days to 1 week, and then with oxalic acid for 14 
hours at 37° C., contaminants in most instances were 
efficiently destroyed; but in spite of the fact that these 
reagents did not destroy viable tubercle bacilli in control 
tests, tubercle bacilli were not recovered from the faeces 
of patients with positive sputa. 

The hypothesis that failure to culture Mycobacterium 
tuberculosis might be due to a toxic effect of the faeces on 
the organism was supported by various experiments in 
which human faeces were autoclaved and then had a 
suspension of tubercle bacilli intimately mixed with them, 
after which the mixtures were incubated for varying 
lengths of time. For example, when mixtures of this kind 
were incubated for 7 days at 37° C., neither specimens 
planted directly, nor those treated with reagent, yielded 
positive cultures for tubercle bacilli. 

The authors conclude that tubercle bacilli in faeces 
slowly lose their viability as a result of substances present 
in the faecal material itself; that the speed with which 
mammalian tubercle bacilli lose their viability in faeces 
varies according to the composition and nature of the 
individual faecal specimen; and that the loss of viability 
is usually complete in several days at 37° C., and probably 
also occurs to a great extent during passage through the 
gastro-intestinal tract. Attempts to obtain a soluble 
filterable product from faeces which would account for 
this toxicity to tubercle bacilli were unsuccessful. 

T. D. M. Martin 


606. On the Synergism of Some Gram-positive Cocci 
and Vaccinia Virus 

C.H. Lack. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 29, 191-202, June, 1948. 1 fig., 19 
refs. 


When the bacterial flora of vaccine lymph is reduced 
by the addition to the seed virus of antiseptics, which do 
not of themselves reduce the potency of the vaccine virus, 
the yield of both vaccinial pulp and of virus is consider- 
ably less than when the seed is untreated. The total yield 
of virus from sheep vaccinated with phenolized lapine 
was approximately two-thirds of that obtained from non- 
pPhenolized seed. The predominant organism in sheep 
pulp is Staphylococcus aureus and experiments with 
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various strains showed that mixing some of these living 
strains with the seed virus greatly increased the yield of 
virus. This increase was not noted when the organisms 
were washed and killed before being added to the seed 
virus. The types of staphylococci causing the greatest 
increase in yield were coagulase-positive strains pro- 
ducing haemolysin and hyaluronidase. This property - 
of the staphylococcus appeared to be more closely related 
to hyaluronidase production than to any other single 
factor. The organism injected alone may produce a 
minimal lesion, and it would appear that the enhancing 
action of the hyaluronidase on lesion production depends 
on the synergism of virus and staphylococcus. A similar 
reaction was noted with some streptococcal strains and 
vaccinia virus, but here the synergism appeared to be of a 
more complex nature since some strains produce spread- 
ing factors which are not hyaluronidase. 

The author draws attention to the association. of 
streptococcal and staphylococcal infections with smallpox 
and its serious import. The favourable clinical response 
to the control of the bacterial infection in such cases 
would appear to have significance in this connexion. 

: H. J. Bensted 


607. Antagonization of the Antibacterial Action of 
Neoarsphenamine, Penicillin and Streptomycin by —SH 
Compounds 

R. D. Simon. British Journal of Experimental Pathology 
[Brit. J. exp. Path.| 29, 202-215, June, 1948. 11 refs. 


The antibacterial action of neoarsphenamine, penicillin, 
and streptomycin may be antagonized by L-cysteine so 
long as the molecular ratio of the drug is not less than a 
certain value. This figure is constant for neoarsphen- 
amine at | to 64 and for streptomycin at 1 to 128 but is 
variable for penicillin under the conditions of the 
experiments. 

The basic principle of the antagonization is the inter- 
ference with the antibacterial activity of a compound by 
the blocking of the chemical groupings which attack 
bacteria. For instance, the arsenic ion in neoarsphen- 
amine forms a stable compound with the single SH group 
of cysteine and thus antibacterial action is prevented. - 
The antagonization of streptomycin is again due to a 
combination with cysteine but since it depends upon a 
balance of concentrations which can be upset the action 
may be said to be reversible. In the case of penicillin it 
is suggested that after an initial combination with cysteine 
the penicillin molecule breaks down into SH com- 
pounds from which chain-degradation of penicillin 
develops; this results in an irreversible antagonization 
of its antibacterial reaction. H. J. Bensted 


608. The Synthesis of “Folic Acid” by Strepto- 
bacterium plantarum and its Inhibition by Sulphonamides 
R. H. Nimmo-Smitn, J. LaAscettes, and D. D. Woops. 
British Journal of Experimental Pathology (Brit. J. exp. 
Path.] 29, 264-281, June, 1948. 7 figs., 23 refs. 


The various members of the “ folic acid” group of 
growth factors have much in common but are not identi- 
cal. The synthesis of the Lactobacillus casei factor by 
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washed suspensions of Streptobacterium plantarum is 
recorded in this paper. For the synthesis of this factor 
the essential constituents of the synthetic culture medium 
are glucose and p-aminobenzoic acid, but in order to 
obtain an increase in the cell content of the factor it is 
necessary to incubate the cells first in a medium which does 
not contain p-aminobenzoic acid and later to incubate 
further with the full complement of this substance in the 
medium. The addition of sulphonamides to the medium 
may prevent the synthesis of the Lactobacillus casei factor 
but, if the concentration of the p-aminobenzoic acid is 
increased, the inhibition of the synthesis can be overcome. 
This reversal is of a strictly competitive nature. 
H. J. Bensted 


609. In vitro Method for Testing the Toxin-producing 
Capacity of Diphtheria Bacteria. [In English] 

O. OucHERLONY. Acta Pathologica et Microbiologica 
Scandinavica {Acta path. microbiol. scand.] 25, 186-191, 
1948. 1 fig. 


The toxin production of 545 strains of Corynebacterium 
diphtheriae, freshly isolated from noses and throats, was 
tested in parallel by subcutaneous inoculation into guinea- 
pigs of 48-hour serum broth cultures, and by the results 
of streaking each strain on to a series of serum agar 
plates containing graded concentrations of diphtheria 
antitoxin. For the first 237 strains the antitoxin con- 
centrations were 12-5, 10, 7-5, 5, 2-5, and 1-3 flocculating 
units per ml. and for the remaining 308 strains they were 
40, 20, 10, 5, and 2-5 units per ml.; in the second series 
0-16% potassium tellurite was added to the medium. 
The production of toxin in culture was detected by the 
formation in the agar of narrow bands of optimal pre- 
cipitation of toxin by antitoxin, the position and intensity 
depending on the relative amounts of the two reagents 
and the rate of formation and diffusion of toxin in the 
bacterial growth. Most positive reactions appeared 
after 48 hours’ incubation, and all of them after 96 hours. 
The table records the conformity of the two methods. 


Result 


Strains 

: 237 Plates 308 Plates 
Plate with without 
pig Tellurite Tellurite 

- 43-9% 

+ + 47-6%, 59-4°% 

+ $-1% 

3-4% 4:2% 


The results were contradictory with 8-5% strains in the 
first group and 6-2% in the second. A re-examination of 
these strains sometimes failed to confirm positive re- 
actions in the first test. This result, and the initial dis- 


crepancy, might to some extent be due to,loss of toxi- 
genicity, or to selection of atoxic variants on subculture. 
Over the whole series, 5-3°% of the total number of toxic 
strains were missed by the plate method and 6:3% by 
guinea-pig inoculation. 


A. A. Miles 
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610. Some Aspects of the Normal, Antibacterial Defence, 
{In English] 

O. MAALog. Acta Pathologica et Microbiologica Scandi. 
navica [Acta path. microbiol. scand.| 25, 237-243, 1948, 
26 refs. 


Working with experimental Salmonella typhi-murium 
infections of mice, the author has established that both 
a virulent and a non-virulent strain penetrate the jn. 
testinal wall and proliferate in the regional lymph nodes, 
but that the avirulent strain is destroyed in these foci of 
infection whereas the virulent strain proliferates further 
and causes a generalized fatal infection. 

The author argues that complement constitutes the 
most important antibacterial force in these foci, for 
pathogenicity is correlated with in vitro susceptibility to 
complement. However, the absence of any clear corre- 
lation between resistance to infection and complement 
levels in the blood entails an assumption that effective 
antibacterial concentrations of complement must be built 
up locally. The local production, when required, of 
blood-coagulating substances, is more than a mere 
functional analogy. Thus: (a) prothrombin in some 
respects resembles the mid-piece (C1) of complement; 
(b) salts which immobilize calcium ions have a parallel 
effect on the two processes; (c) thrombokinase and the 
ammonia-inactivated component of complement (C‘) 
are alike in being presumably lipoproteins, relatively 
thermolabile and present in serum and leucocytes, and in 
initiating the respective processes in which they take part; 
(d) almost all inhibitors of coagulation are inhibitors of 
complement activity. 

On the basis of these observations the author advances 
the hypothesis that the bactericidal and especially the 
phagocytosis-promoting action of complement constitutes 
an important latent antibacterial defence, activated by the 
process of infection. A. A. Miles 


611. Encapsulated Soluble-haemolysin-producing “ True 
R Phase ’’ (Dawson) Pneumococci Occurring in the 
Human Throat. [In English] ; 
T. PACKALEN. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 25, 552-563, 
1948. 6 figs., 27 refs. 


The author isolated from the human throat strains of 
alpha-streptococci which grew in extremely rough colonies 
and occupied a position intermediate between alpha- 
streptococci and pneumococci. They were to some extent 
resistant to bile and “ optochin”’ (ethylhydrocuprein), 
did not react with any of Lancefield’s grouping sera, but . 
showed capsular swelling and were agglutinated by 
pneumococcal sera. Some rabbit immune sera were 
prepared and caused capsular swelling of several pneu- 
mococcal types. All produced a soluble haemolysin 
which proved to be closely related to pneumolysin but 
only slightly to streptolysin O. No inhibition of anti- 
streptolysin could be demonstrated. Evidence is adduced 
to prove the formation of specific antigen in the blood of 
human carriers. [This evidence, however, is not con- 
vincing. ] R. Salm 


files 
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612. Differentiation of Beta Staphylolysin in Two Anti- 
ly Different Components. [In English] 


. —, H. THAysen. Acta Pathologica et Microbiologica 


Scandinavica [Acta path. microbiol. anne, ] 25, 529-539, 
1948. 3 figs., 19 refs. 


In filtrates of staphylococcus cultures originating from 


furunculosis in dogs, a lysin of characteristic beta type- 


(beta,) has been demonstrated. By its antigenic proper- 
ties and its specific dose-time curve ad modum Ipsen this 
lysin differs from the beta, lysin. Both lysins occur side 


’ py side in the ordinary beta-toxic filtrates examined so far. 


Normal dog serum contains relatively large amounts of 
beta, antilysin. A provisional beta, unit is defined.— 
[Author’s summary.] 


613. The Relationship of the Age of the Bacterial Cul- 
ture to the Delay in Sulfonamide Bacteriostasis 

A. S. Youmans. Journal of Bacteriology [J. Bact.) 65, 
503-515, April, 1948. 1 fig., 46 refs. 


In experiments in the Northwestern University Medical 
School, Chicago, prompt inhibition of growth occurred 
when sulphanilamide-containing media were inoculated 
with old Bacterium coli—that is, with organisms present 
during the early lag phase and at the end of the growth 
cycle. A delay in the bacteriostatic action was noticed 
with Bact. coli just before or during the logarithmic phase 
of growth. R. Salm 


614. The Effect of Radioactive Phosphorus Upon a 
Suspension of Escherichia coli 

C. F. Scumipt. Journal of Bacteriology {J. Bact.] 55, 
705-710, May, 1948. 1 fig., 14 refs. 


Since : (1) heating processes necessary for the preserva- 
tion of food products are often accompanied by changes 
in flavour and vitamin content; (2) previous experiments 
have shown that radioactive emanations will destroy 
micro-organisms; and (3) modern methods for pro- 
ducing radioactive isotopes have been developed, the 
author investigated the effect of radioactive phosphorus on 
Bacterium coli in a buffer solution containing no ex- 
traneous organic substances (that is, under optimal con- 
ditions for effective action). 

A suspension of Bact. coli was treated with phosphorus 
showing radioactivity of 50, 100, 500, and 1,000 micro- 
curies per ml. of the final suspension. Definite lethal 
effect was observed, but results indicated that individual 
Organisms varied in sensitivity. More sensitive in- 
dividuals are rapidly killed so that with all concentrations 
tested there was a more rapid death rate during the first 
8 hours, while later samples at 24, 48, 96, 120, 168, 240, 
and 288 hours showed a relatively uniform logarithmic 
decrease in survivors. Complete sterilization, however, 
was not observed, and the cost of such treatment was 
prohibitive. Thus the use of radioactive substances for 
sterilization of canned food does not appear at present 
to be a practical proposition. G. T. L: Archer 


M—N 


615. Studies of Staphylococci with Special Reference to 
the Coagulase-positive Types 

J. B. Evans. Journal of Bacteriology {J. Bact.) 55, 793-. 
800, June, 1948. 11 refs. 


Correlation of coagulase production by staphylococci 
with certain biochemical activities and nutritional require- 
ments was studied. Cultures were maintained in beef 
infusion broth at 35° C. and inocula made from 24-hour 
cultures. ‘* Difco ” dried plasma was used for coagulase 
tests. 

Fermentation of mannitol, glucose, lactose, sucrose, 
and glycerol were studied, bromcresol purple being uséd 
as the indicator. Fermentation of mannitol and glucose 
was also tested anaerobically in freshly heated and cooled 
medium sealed with melted ‘* vaspar ’’ and incubated for 
10 days at 30° C., while acid production from mannitol 
in the presence of 7-5°% sodium chloride in phenol red or 
bromcresol purple agar, as shown by the production of a 
yellow zone around the inoculum streak after 48 hours 
at 35°C., was also investigated. Pigmentation was 
observed in beef infusion agar and in ‘* Chapman’s 
medium No. 110’’, which enhances pigment production, 
and gelatin reactions were observed by Stone’s method, 
and in nutrient gelatin at 30° C. for 10 days. 

Results, which were generally more uniform for the 
coagulase-positive strains, revealed the following useful 
differences. (1) Whereas all coagulase-positive strains 
fermented mannitol both aerobically and anaerobically, 
and the majority of the coagulase-negative strains tested 
fermented it aerobically, only 2 out of 47 of the latter 
fermented it anaerobically, and these 2 showed a number 
of peculiarities, including a requirement for pyridoxine 
and pantothenic acid. (2) While the coagulase-positive 
strains all produced either a cream or an orange (never a 
yellow) pigment, and generally produced acid in litmus 
milk, these two characteristics were generally absent with 
coagulase-negative strains. (3) Both gelatin tests were 
usually positive with coagulase-positive, and with co- 
agulase-negative mannitol-negative strains; the co- 


* agulase-negative mannitol-positive strains were usually 


gelatin-negative. (4) In mannitol salt agar cultures there 
was no yellow zone around coagulase-positive inocula, 
though such a zone was usually produced by inocula of 
coagulase-negative mannitol-positive cocci, when brom- 
cresol purple was the indicator. Phenol red as an 
indicator failed to reveal this difference. 

The seven B vitamins were omitted in turn from a basic 
synthetic medium, and growth at 30° C. was compared 
for turbidity. Whereas aneurin (thiamin) and nicotinic 
acid were required by all coagulase-positive strains tested 
and by the majority of coagulase-negative strains, and 
riboflavin and folic acid by none, biotin was required by 
none of the coagulase-positive strains but by all the 
coagulase-negative mannitol-positive strains. 

G. T. L. Archer 


615a. Isolation of the Shigella from the Gallbladder in 
Bacillary Dysentery 

A. VAN DER Sar, A. W. Por, and P. H. Hartz. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.) 18, 509-512, June, 1948. 3 refs. 
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616. Staphylococcal Penicillinase: Characteristics of the 
Enzyme and its Distribution 

B. St..C. Gitson and R. F. PARKER. Journal of Bacterio- 
logy J. Bact.] 55, 801-812, June, 1948. 5 figs., 11 refs. 


Penicillin resistance was tested by preparing serial two- 
fold dilutions of penicillin in tryptose broth, inocu- 
lating with the organism under test, and recording the 
** inhibitory concentration ” (the lowest concentration of 
penicillin to prevent visible growth) after 18 hours. 
Small and large inocula (0-5 ml. of a 10-® and a 107? 
dilution of an 18-hour broth culture) were used. Resist- 
ance of such inocula to penicillin as measured by the 
inhibitory concentration is called ““R6” and “ R2”. 


R2 
The * resistance index ~ expressed as a number of 


two-fold dilutions. 

Penicillinase was prepared by suspending the centri- 
fuged deposit from 2 litres of 22- to 24-hour Staphylo- 
coccus culture in about 6 ml. Locke’s solution. This 
suspension was added with constant shaking to about 50 
to 60 ml. of acetone previously cooled to —20°C. The 
mixture was maintained at this temperature for an hour, 
when the clear supernatant was sucked off. It was twice 
replaced with fresh acetone and sedimentation repeated. 
Ether was then substituted for acetone and after further 
sedimentation and ether replacement the suspension was 
allowed to come to room temperature, then the bulk of 
ether was drawn off, the rest evaporated, and the remain- 
ing powder dried in vacuo. This material, referred to as 
** nenicillinase ’’, was thus in fact defatted bacteria con- 
taining the active substance, which however remains in 
the cell and is absent from a filtrate of a suspension of the 
material. Hence the rate of destruction of penicillin by 
a constant quantity of the enzyme could be determined by 
filtering mixtures at intervals and assaying the filtrate. 
Assay was carried out with Bacillus subtilis at 28°C. by the 
cup plate method. 

The following relations were found: (1) Log. penicillin 
units remaining in the presence of penicillinase varies in- 
versely with time. (2) Log. time of reaction varies in- 
versely with temperature. (3) Rate of destruction varies 
directly with concentration of penicillinase. A unit of 
penicillinase was defined as the quantity required to 
reduce the concentration of 1 ml. of a solution of penicil- 
lin from 10 to 5 units in 30 minutes at 37° C. and pH 7:0. 
Examination of different preparations from the same 
strain indicated that the quantity of penicillinase present 
in the cells of a culture is reasonably constant and can be 
accurately measured. 

Forty strains of staphylococci isolated from clinical 
material were examined for resistance of large and small 
inocula to penicillin, and for penicillinase content. The 
latter bore no relation to the “* post-penicillin stationary 
period ” (the inhibition in logarithmic growth occurring 
when a culture in the logarithmic phase is temporarily 
exposed to penicillin). It was found that 22 strains pro- 
duced no penicillinase. The remaining 18 produced 
from 190 to 125,000 units per g. The “ resistance index ” 
varied from 0 to 12 but correlation with penicillinase pro- 
duction was not close since indices of 4 occurred in strains 


producing no penicillinase, while an index of 1 was found 
with some penicillinase-producers. 

Finally, while there was fairly good apparent corre. 
lation between penicillinase content and resistance of 
large inocula (R2), this was not evident when smalj 
inocula were used (R6)—though here also complete non. 
producers of penicillinase were, on the average, more 
sensitive—and the authors conclude that “ the ‘ resist. 
ance ’ that is conferred on an organism by possession of 
penicillinase (is) largely an artefact, important only whep 
the number of cells is large and the quantity of penicillin 


limited ’’. -G. T. L. Archer 
IMMUNITY 

617. Preparation of Diphtheria Toxin Solution Requiring 

no Control in the Schick Test 


V. Ross. Journal of Immunology [J. Immunol.) 59, 
207-220, June, 1948. 13 refs. 


The bacterial proteins mainly responsible for pseudo- 
Schick reactions were removed from the toxic filtrates of 
cultures of Corynebacterium diphtheriae grown in pep- 
tone media by precipitation with protamine sulphate 
(salmine). The proteoses and peptones in the medium 
were removed by dialysis. The toxin solution was re- 
filtered and titrated before dilution to Schick-test strength. 
This final solution was stabilized by ,the addition of a 
peptic digest of human serum, the preparation of which is. 
described. It is claimed that this treatment provides 
both a stable test toxin and a preparation which needs no 
parallel control toxoid. G. Payling Wright 


618. Agglutination Response Following Intracutaneous 
Skin Testing with Brucella abortus Antigen 

N. W. ELton. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 499-505, June, 1948. 17 refs. 


It is known that brucella agglutinins may appear in 
varying titre as a result of the performance of the diag- 
nostic skin test for undulant fever. A case is described 
in which pyrexia continued for 1 year, while brucella- 
agglutination reactions were negative in three tests. A 
skin test was then carried out with a killed Br. abortus 
suspension and a positive reaction was obtained. Asa 
confirmatory test agglutination was repeated, when 
agglutinins to a titre of 1 in 1,280 were demonstrated. 
A diagnosis of undulant fever was made and the labora- 
tories which had carried out the original agglutinations 
were accused of negligence. For purposes of vindication 
an investigation was conducted in which 8 normal volun- 
teers with no history of undulant fever were given 4 
skin test with 200,000,000 organisms. The results were 
positive in 7 cases. Three weeks later agglutinin titres 
of up to 1 in 1,280 had appeared in 6 cases, the limits of 
the titre not being correlated with the severity of the skin 
reaction. Five weeks later positive results were still 


obtained but the titres were declining. Skin testing may 
thus provoke the presence of antibodies, which are not of 
diagnostic significance. 


D. J. Bauer 
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619. Jet Injection in Pediatric Practice 


Hucues, R. G. Jorpan, and F. S. Hitt. Memphis 


Medical Journal [Memphis med. J.] 23, 116-120, July 
1948. 5 refs. 

The authors report a new method of injecting sub- 
stances subcutaneously or intramuscularly into children 
without producing pain. The injecting instrument is 
called a hypospray and consists of an instrument with a 
calibrated high-tension spring controlled by a release 
button on the back end. ‘When a button is pressed the 
spring is released to propel a metal plunger against the 
rubber plug in the butt end of metal ampoule containing 
the sterile solution for injection. The liquid escapes 
through a hole of 0-003 in. (0-0075 cm.) in diameter as a 
very fine jet which pierces the skin. Quantities of 0-25 
to 1 ml. can be thus administered. This new method of 
jet injection has been used in the administration of prot- 
amine insulin, local analgesic agents, penicillin, and 
streptomycin. Comparative investigations showed that 
the levels in the serum after penicillin or streptomycin 
treatment reached the same height whether injection was 
by jet or needle. Franz Heimann 


620. The Biological Value of a Meat Hydrolysate in the 
Infant 

A. A. ALBANESE, L. E. Hott, V. I. Davis, S. E. SNYDER- 
MAN, M. Letn, and E. M. SMETAK. Journal of Nutrition 
{J. Nutrit.] 36, 133-138, July 10, 1948. 5 refs. 


A comparison was made of the biological values of a 
meat hydrolysate and of evaporated milk. The subjects 
were 5 normal male infants 24 to 8 months of age. The 
meat hydrolysate was prepared by enzymic digestion 
from beef muscle and was given at the same volume and 
level of calories and nitrogen as the evaporated milk, that 
is, 100 ml., 100 calories and 0-56 g., of nitrogen per kilo 
body weight. Each infant received milk for 7 days, meat 
hydrolysate for 14 days, and milk for a further 7 days. 
The gain in weight and the nitrogen retention were the 
same in both types of feeding. J. Yudkin 


621. Plasma Protein Studies on Normal Newborn and 
Premature Infants. I. Plasma Protein Values for Normal 
Full Term and Normal Premature Infants. II. Use of 
Concentrated Normal Human Serum Albumin in Treat- 
ment of Premature Infants 

L. McMurray, J. H. Roe, and L. K. Sweet. American 
Journal of Diseases of Children [Amer. J. Dis. Child.] 75, 
265-278, March, 1948. 6 figs., 18 refs. 


An exact study of hypoproteinaemia in newborn and 
premature infants was aimed at. The plasma albumin 
content was found to be higher in full-term than in pre- 
mature infants. ‘Whereas the mean value for albumin in 
full-term infants was 4-8 g. per 100 ml. (normal adult 


range, 4:5 to 6-5 g.) and in premature infants 4-3 g. per 
100 ml., the globulin values for both groups were within 
the normal adult range, 1-2 to 2:2 g. per 100 ml. 

The purpose of the second part of the study was to 
assay the value of concentrated normal human serum 
albumin in the treatment of premature infants. The 
serum used contained 25 g. of albumin per 100 ml. 
From birth up to 3 or 4 weeks 2 ml. of the concentrated 
serum albumin per Ib. (454 g.) body weight was given 
intravenously once or more a week. Besides a significant 
rise in plasma albumin, the treated premature infants, 
compared with controls, gained in weight more rapidly, 
had more vigour, and were less prone to intercurrent 
illnesses. Further study of this form of treatment for 
premature infants is indicated. W. G. Wyllie 


622. Semi-self-demand Feeding Schedule for Pre- 
maturely Born Infants 

K. GLASER. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 75, 309-315, March, 1948. 10 refs. 


The so-called self-demand feeding, as opposed to rigid 
feeding schedules, has now been tried out in prematurely 
born infants, apparently with success. It is to be noted, 
however, that in the 118 prematurely born infants 
reported here, breast-feeding is not mentioned, and that 
the semi-self-demand replaced a strict formula only after 
the infants had exceeded a weight of 5 Ib. (2:3 kg.) by 
1 to 3 oz. (31 to 93 g.). Then, the mothers were advised 
on total daily quantities of milk, water, and carbohydrate, 
and, making up the formula and filling several feeding 
bottles with it, they themselves decided the time schedule 
and the quantities of individual feeds according to the 
infants’ appetites. Cereals “* were offered” to the baby 
at the age of 3 months, vegetables at 4 months, fruit at 5 
months, and egg yolk at 6 months. For such treatment, 
much must ‘depend on the common sense of the mother 
and the normal physiology of the baby. W. G. Wyllie 


623. Evaluation of Certain Preparations for Care of the 
Skin of Newborn Infants 

M. A. PERLSTEIN. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 75, 385-394, March, 1948. 
1 fig., 9 refs. 


The author is mainly concerned with finding the most 
satisfactory routine for the care of the skin of newborn 
infants. The results of a comparative evaluation of 
various lotions used on 2,077 consecutive newborn full- 
term infants point to the efficacy of oil-in-water emulsions 
of liquid petrolatum, U.S.P., and hydrous wool fat, 
U.S.P., in removing particulate matter and at the same 
time reducing the incidence of irritations as exemplified 
by miliaria, and resulting infections (impetigo), to a 
minimum. The addition of. an antiseptic (8-hydroxy- 
quinoline) to the lotion gave no better results, suggesting 
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that the value of the lotion was attributable to its physical 
character, protection being provided without interference 
with the processes of respiration and loss of moisture. 
The technique of applying the preparations used was, 
briefly, as follows. The nurse, after scrubbing her hands 
and taking hand prints of the baby, washed the head with 
water and a mild soap, and removed excess of vernix with 
a sterile sheet. Starting at the head and proceeding to 
the limbs, trunk, and finally buttocks, she then applied 
the preparation freely with the hands, after which the 
infant was dressed in sterile clothing. On the second day 
of life the child received a sponge bath with tap water and 
a mild soap, and on the third, fifth, seventh, and ninth 
days a further application of the preparation under in- 
vestigation. The babies’ skin was examined daily and 
lesions observed were recorded, the incidence of miliaria 
being employed as an index because it is so often the 
precursor of more serious skin lesions. During the 
course of the study the case incidence of miliaria fell from 
55% in August, 1942, when antiseptic oil (liquid petrola- 
tum and 8-hydroxyquinoline) was in use, to 3% in the 
same month of 1945 when the oil-in-water emulsion was 
used. M. Baber 


624. Infant Feeding with Mare’s Milk. (Uber Sauglings- 
ernahrung mit Stutenmilch) 

E. FREUDENBERG. Annales Paediatrici [Ann. paediatr., 
Basel] 171, 49-64, 1948. 14 refs. 


This is the author’s second communication on the value 
of mare’s milk, fresh and dried, in infant feeding. He 
reports his investigations on the buffering power and on 
the digestion of the proteins and fat of this milk and he 
compares it with human and cow’s milk. 

The in vitro buffering power resembles that of human 
milk and is considerably smaller than that of cow’s milk. 
The milk curds formed as a result of the action of rennin 
and gastric acid are soft and finely flocculent, so that in 
this respect also-mare’s milk resembles human milk. 
Measured volumes of mare’s milk were given to 20 infants 
and 2 hours later the gastric contents were examined. 
The following results were obtained: (a) The volume of 
the residue was ‘less than 10% of the volume of the in- 
gested milk in 12 infants, between 10 and 20% in 6, and 
more than 20% in only 2. Mare’s milk remains in the 
stomach, therefore, a little longer than human milk. 
(5) In 19 infants the pH of the gastric content ranged 


between 3-28 and 5-79. The degree of acidity was there- - 


fore favourable for the action of cathepsin. In only one 
infant was the pH as low as 2°65 and a slight action of 
pepsin would therefore be possible. (c) The lactose con- 
tent varied in most cases between 50 and 100% of the 
lactose contained in the ingested milk. In 5 infants the 
duodenal contents were examined at various intervals 
after the ingestion of mare’s milk. These were obtained 
by aspiration through an indwelling duodenal catheter. 
The first fluid to leave the stomach was rich in lactose and 
resembled whey. Later the lactose content decreased 
rapidly. The non-protein nitrogen was high from the 
beginning while the protein content was low and remained 
so till the end of the experiment. The proteolytic action 


therefore begins early and proceeds rapidly. The pH 
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was often over 6-0 and, as this degree of acidity is fayoy,. 
able for the action of trypsin, this ferment may also play 
a part in the proteolytic process. 

The fat in mare’s milk has a tendency to auto-oxidation, 
This is particularly noticeable in the dried milk when the 
tins have been opened and left at room temperature, Ap 
unpleasant odour develops and special precautions; such 
as keeping the tins in a refrigerator, are required to avoid 
this development. The cause of this oxidative process js 
the high content of unsaturated fatty acids, linoleic ang 
linolenic acid. The presence of these highly unsaturated 
fatty acids is, on the other hand, considered as a biological 
asset. The author has investigated the action of lipase 
on human, cow’s, and mare’s milk. The fat in human 
milk is split within 90 minutes and in cow’s milk within 
120 minutes, while 150 minutes is required in mare’s milk, 
In his first communication the author showed that the 
utilization of the fat in mare’s milk is good, ranging 
around 95% of the ingested amount. ‘ 

[The author has presented the results of his careful and 
extensive investigations without venturing to draw any 
more general conclusions as to the advisability of using 
mare’s milk, or the conditions under which it could be 
used, in infant feeding.] S. Doxiadis 


625. The Relation of Hypothermia in Premature Babies 
to Birth Weight and Length and its Prognostic Value, 
(Vztah hypothermie nedonoSenych déti k porodni vaze a 
délce a jeji prognosticky vyznam) 


J. BLecua. Pediatrické Listy (Pediat. Listy] 3, 51-58, 


March-April, 1948. 2 figs., 13 refs. 


The initial rectal temperature of 216 premature infants, 
138 boys and 78 girls, on admission to hospital during 
the winter months (November to March, 1940-5) was 
closely related to the birth weight but not to the length 
(mean birth weight of boys 1,995-7+-31-9 g., of girls 
1,712:+44-16 g.; mean length 42-7-+.0-27 cm. and 
41-16--0-39 cm. respectively). The total mortality rate 
was 50% in boys and 70-3% in girls, and the analysis of 
these figures showed that the prognosis is worst in babies 
with a temperature of 31° to 34-3° C., and a birth weight 
of 1,000 to 1,900 g. The author concludes that the body 
temperature may be regarded as a functional test of 
vitality in premature infants. 

Although only babies who had not shown any sign of 
illness were included, post-mortem examination revealed 
that only 17% of the infants died from debility, infections 
and intracranial haemorrhage causing the majority of 
deaths. M. Dynski-Klein 


626. The Place of Oral Penicillin in Paediatrics 
J. H. Mosetey. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 23, 93-97, June, 1948. 11 refs. 


This is a report of an investigation at the Children’s 
Hospital, Birmingham, to determine the reliability of 
penicillin given orally in infancy. From a review of the 
literature the author finds that opinion supports its us 
in early infancy but not in older children. In the latter 
the results are erratic and the serum levels variable and 
poorly sustained. 
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In an experiment he estimated the serum penicillin level 
at hourly intervals following a large oral dose, and the 
effect the next day of a similar dose given intramuscularly. 
He found that for 3 hours the levels after injection were 
much higher than those after ingestion, but that the levels 
for a subsequent period of 5 hours were fairly equal for 
the two methods. Oral administration may become the 
method of election up to the age of 6 months. The drug 
should be given on an empty stomach and in large doses. 
The method is unsuitable in the presence of persistent 
‘vomiting or of severe enteritis. The author recommends 
the following doses of penicillin by mouth: 0 to 6 weeks, 
20,000 units 3-hourly or 30,000 units 4-hourly; 6 weeks 
to 3 months, 49,000 units 3-hourly or 60,000 units 4- 
hourly ; 3 to 6 months, 50,000 units 3-hourly or 70,000 
units 4-hourly. W. G. Wyllie 


627. Septicaemia of the Newborn. A Clinical Study of 
Fifteen Cases 

R. M. Topp. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 23, 102-106, June, 1948. 30 refs. 


A study of 15 cases of septicaemia of the newborn in 
the Queen Elizabeth Hospital for Children, London, is 
outlined, and helps to reaffirm the importance of 
diagnosing a dangerous disease from minor signs. These 
are mainly diarrhoea, loss of weight, mild fever, and 
umbilical or skin sepsis. The author found in 9 cases 
an average leucocyte count of 17,000 per c.mm., of which 
the striking feature was the high percentage of immature 
cells. The probable sources of infection are discussed 


-under the headings of “‘ Umbilical Infection”, “‘ Skin 


Sepsis”, “‘ Respiratory Tract”, and “ Unknown Portal 
of Entry”. Treatment was by combined penicillin and- 
sulphonamide administration. W. G. Wyllie 


628. The Effect of Oral Feeding at Different Levels on 
the Absorption of Foodstuffs in Infantile Diarrhea 

A. W. CuuNnG. Journal of Pediatrics [J. Pediat.| 33, 
1-13, July, 1948. 4 figs., 9 refs. 


In an effort to test the validity of the current practice 
of early therapeutic starvation for diarrhoeal disorders, 
the author undertook a metabolic study of 6 infants 
suffering from diarrhoea due to. parenteral infection, 
estimating the effect of food intake on assimilation. 
Periods of 24 hours’ duration were employed, and two 
or three observations were obtained on each subject 
before the clinical picture changed. Measured amounts 
of an evaporated-milk mixture were given orally; in 
addition water was offered freely as 5% dextrose in water 
and was given intravenously where indicated by the 
clinical state of hydration. Aliquots of food, urine, and 
dried faeces were then analysed for ash, sodium, potas- 
sium, chloride, calcium, fat, and nitrogen. 

In all cases the number and volume of the stools were 
increased when the food intake was increased, as much 
as 90°, of the intake being excreted in severe diarrhoea. 
On the other hand, when nothing was introduced by 
mouth there were appreciable losses of mineral, fat, and 
nitrogen, whereas on a full caloric diet substantial absorp- 
tion of all food components, except sodium and chloride, 


was demonstrated, resulting in a net gain to the patients. 
Only if the higher intake prevents or delays recovery 
would it seem undesirable to pursue this policy. 

M. Baber 


629. The Effect of Early Oral Feeding Versus Early Oral 
Starvation on the Course of Infantile Diarrhea 

A. W. CHUNG and B. ViS8¢éorROVA. Journal of Pediatrics 
[J. Pediat.] 33, 14-22, July, 1948. 3 figs., 3 refs. 


To test the effect of early oral feeding on the course of 
diarrhoea, 55 patients were treated by the conventional 
regimen of early starvation and 60 by full caloric feedings 
from the start, alternate patients being added to each 
group. Correction of shock, dehydration, and acidosis 


_ received immediate attention in all cases, plasma, equal 


parts of 10% dextrose and normal saline, or 5% sodium 
bicarbonate, being given according to clinical judgment. 

The patients placed on the starvation regimen received 
in addition water by mouth for 24 to 48 hours and then a 
milk mixture equivalent to 20 Calories per kilo body 
weight daily, increasing in amount according to the 
nature of the stools. In the full-feeding regimen the 
same milk mixture was given in amounts equivalent to 80 
Calories per kilo body weight for infants over 6 months 
of age, and 100 to 120 Calories per kilo for those under 
6 months, feeding being started as soon as possible and 
continued regardless of the effect on the stools. Less 
than 10% refused feeds or vomited, once dehydration, 
acidosis, and mineral loss had been treated. 

Seven deaths occurred in the group receiving food and 
5 in the starved group, but the duration of the diarrhoea 
was not prolonged by the feeding regimen and there was 
a better weight gain in this group. An analogy is drawn 
between the treatment of this type of diarrhoea and of 
typhoid fever, where use of a high-calorie, low-roughage 
diet is now accepted as sound therapy. M. Baber 


630. General Infection and Suppurative Meningitis Due 
to Intestinal Organisms in the Infant. (Infections 
générales et méningites suppurées determinées par les 
germes intestinaux chez le nourrisson) 


-R. Deprt, P. Mozziconacci, R. GRUMBACH, and P. 


BOULARD. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris] 24, 1469-1477, June 18, 1948. 3 figs., 47 refs. 


In one hospital during 1947 there were 28 cases of 
generalized infection due to bacteria found primarily in 
the intestines; 16 cases were due to Bacterium coli, 5 
to Friedlander’s bacillus, and the remainder to Salmonella 
paratyphi B, Proteus, Alkaligenes faecalis, and Pseu- 
domonas aeruginosa. Features common to all include 
an onset marked by vomiting or diarrhoea, or both, 
the stools being very foetid. The child is toxic and 
dehydrated. There may be purpura. Abdominal 
distension, relieved by neostigmine, 0-25 mg., is often 
seen; oedema of the lower abdominal wall is common. 
The liver is enlarged, but the spleen can rarely be felt. 
Polymorphonuclear leucocytosis is constant. The total 
white count may rise to 80,000 per c.mm., but is com- 
monly about 30,000 per c.mm. Polymorphonuclear 
leucocytes may form 70% of the whole. Blood culture 
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was positive in 14 out of 18 cases. Where the blood 
culture is negative the diagnosis may still be made from 
the appearance of multiple foci of suppuration, particu- 
larly in the urinary tract, the ears, and meninges. In- 
fection of the urinary tract and ears is readily detected, 
but meningitis may occur without signs. Only in 
infections with Friedlander’s bacillus are the classical 
symptoms seen. Meningitis is also very resistant to 
treatment. Therapy was by sulphonamides and strepto- 
mycin; 6 patients recovered. 

In previous years only a few cases of this type occurred, 
a finding confirmed by workers in other clinics. During 
1947 there was a widespread epidemic of gastro-enteritis, 
and also of typhoid and paratyphoid. The authors 
suggest that this form of septicaemia may occur in 
epidemics, and should be looked for whenever there are 
many cases of gastro-enteritis. J. G. Jamieson 


631. Amino Acids in the Feeding of Infants 
J. M. SMeELuie. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 23, 98-101, June, 1948. 2 figs., 15 refs. 


Easily assimilable protein, in the form of amino-acid 
feeds, to restore or maintain body protein in the sick 
infant is obviously a desirable therapeutic aid. Promising 
results might be expected in acute enteral and parenteral 
infections, marasmus, and prematurity. The author and 
his fellow-workers in the Department of Paediatrics and 
Child Health of the University of Birmingham studied the 
effect of adding casein hydrolysate to breast-milk or to 
evaporated milk mixture to bring the protein content up 
to 3-5%. Strengths of 1-7 and 2-5% casein hydrolysate 
with 5% glucose were given parenterally by slow intra- 
venous drip, the aim being to supply 1 g. of protein per 
pound (454 g.) body weight daily. The author’s clinical 
impressions were favourable. W. G. Wyllie 


632. Frequency and Effects of Tuberculous Infection in 
Sucklings. Results of a Systematic Dispensary Investiga- 
tion. (Resultados de la investigacién dispensarial 
sistématica en los lactantes. Frecuencia de la infeccién 
tuberculosa en esta edad y consecuencias de la misma) 

U. GoNZzALEz Git and J. Latas MIGUELEZ. Revista 
Espaiiola de Tuberculosis [Rev. esp. Tuberc.] 17, 367-385, 
June, 1948. 21 refs. 


Since 1945, 1,084 infants have been investigated for 
tuberculosis in a dispensary practice. After tuberculin 
testing, radiography was carried out in positive cases. 
Negative reactors were submitted to repeated tests at 
intervals. The infants investigated included: (1) 793 
sent by the Child Welfare Centre; (2) 153 who were 
brought for investigation ‘‘ spontaneously ”’; (3) 75 sent 
by their doctors; (4) 61 contact cases of known tuber- 
culous families. Of 8-9% found to be _ tuberculin- 
positive, 1-99%% were suffering from tuberculous disease; 
0:7% of the diseased infants belonged to Group (3), 
the other groups accounting for 0-4% each. 

A radiological survey of the contacts disclosed the 
source of the infection in 71-3% of the cases. In 42:8% 
it was intra-familial and in 28-5% extra-familial. The 
clinical pattern was “ catarrhal”’ in 14 cases, there was 


unexplained fever in 4 cases, and 3 cases were asympto. 
matic. Radiological examination revealed a bipolar com. 
plex in 10 cases, mediastinal lymphadenitis in 3 cases, ang 
pulmonary infiltrations in 8 cases. The evolution of the 
disease was favourable in 13 cases; 1 infant died of 
meningitis, and 7 infants were lost sight of. 

The authors are of the opinion that figures given in the 
past for mortality of infected infants are exaggerated, 
since it was low in their investigation. [This may be 
explained by the factor of removal of the infected infants 
from the sources of infection. In the present case isola- 
tion from the infecting source was obtained whenever 
possible.] They quote the Liibeck incident, in which 
71% of the infants were alive after 4 years and they 
agree with Rich that the infant is not devoid of resistance 
against tuberculosis but is capable of withstanding an 
infection provided it is removed from the tuberculous 
milieu. They point out that infant mortality from 
tuberculosis is directly proportional to massive and 
repeated infection and lack of dietetic and hygienic 
defences of the infant, and a plea is made for better 
collaboration between the specialist in tuberculosis and 
the paediatrician, as the latter is responsible for the 
methods leading to improvement of an infant’s resistance, 
They consider that a tuberculin test should be performed 
and repeated in every infant in order to detect and pro- 
tect at an early stage all those infected with tuberculosis, 

J. J. Giraldi 


633. Hemolytic Streptococcal Vaginitis in Children 
P. L. Borsvert and D. N. WALCHER. Pediatrics [Pedia- 
trics] 2, 24-29, July, 1948. 2 figs., 5 refs. 


The importance of culturing all vaginal discharges is 
emphasized. Haemolytic streptococcal vaginitis has 
been misdiagnosed as gonococcal vaginitis when only a 
direct smear has been examined. The present study is 
based on cultures taken from 286 patients, 524 vaginal 
cultures being examined. Haemolytic streptococci were 
found in 37 patients (12-9%), gonococci in 33, and pneu- 
mococci in 11. Nasopharyngeal cultures were obtained 
from 30 of the 37 patients with haemolytic streptococcal 
vaginitis. The streptococci were usually recovered from 
the vagina in pure culture; in 21 cases the streptococci 
belonged to group A, in 4 to group B, and in 5 to groupG. 
Haemolytic streptococci were present in 17 of the 30 
patients from whom nasopharyngeal cultures were pre 
pared. In 13 instances these organisms were grouped, 
and in every case they were found to be of the same group 
as those found in the vagina. 

Vaginitis was the presenting complaint in 16 of the 37 
patients. In addition, streptococcal vaginitis was 4- 
sociated with 4 cases of scarlet fever and one each of 
streptococcal pharyngitis, streptococcal fever, impetigo, 
erysipelas of the genitalia, streptococcal peritonitis, and 
streptococcal osteomyelitis. The vaginal discharge was 
an acute symptom in the majority of cases. There was@ 
suggestion of more local inflammation in those children 
with streptococcal vaginitis, and a thicker, more creamy 
discharge in those with gonococcal vaginitis. Neither 
vaginal discharge nor physical findings were sufficiently 
characteristic for diagnosis of the infecting organism 
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Haemolytic streptococcal vaginitis was found in all age 
groups but the highest incidence occurred in the age 
group 1 to 9 years. The incidence increased in the 
autumn and winter. : F. A. Langley 


634. Progressive Diaphyseal Dysplasia 

E. B. D. NeuUHAUsER, H. SHWACHMAN, M. WITTEN- 
porG, and J. CoHEN. Radiology [Radiology] 51, 11-22, 
July, 1948. 10 figs., 8 refs. 


This work from the Infants’ and Children’s Hospitals, 
Boston, and Harvard Medical School describes a syn- 
drome observed in 4 children and characterized by pro- 
gressive skeletal changes, wasting, and anomalous neuro- 
muscular signs, and mentions 2 other cases reported 
elsewhere. 

The skeletal changes were symmetrical. They con- 
sisted of a fusiform enlargement of the diaphyses of the 


long bones and an amorphous increase in density of the | 


base of the skull in 2 of the cases. The cortex of the 
long bones was thickened by both endosteal and periosteal 
accretion without recognizable trabecular pattern. The 
bone lesion was sharply demarcated, and in the course of 
years could be seen to progress along the long axis of 
the bone in both proximal and distal directions. The 
limbs became elongated in relation to the size of the 
child, who remained underdeveloped; the soft tissues 
showed changes similar to those observed in malnutrition 
and underdevelopment of muscles. The epiphyses and 
metaphyses remained normal. Biopsies in 3 of the 4 
cases revealed diffuse non-specific bony changes. 
A. Orley 


635. Clinical Signs and Development of Survivors of 
Kernicterus Due to Rh Sensitization 

Journal of Pediatrics [J. Pediat.) 32, 693-705, 
June, 1948. 28 refs. 


Kernicterus may be defined as damage to the brain 
following erythroblastosis, and-in this paper only cases 
due to Rh-sensitization are included. Kernicterus is 
not a disease but a clinical syndrome. Before the 
present paper was written, only 14 certain cases of sur- 


vival from kernicterus due to Rh-sensitivity had been © 


published in American literature. The author describes 
8 typical cases, in a percentage of which there were signs 
of involvement of cranial nerves—deafness (3 cases), 
blindness and deafness (1 case), transitory blindness 
(1 case), and strabismus (4 cases). Mental development 
was at first retarded and ceased at an early age. The 
degree of jaundice was found not to correspond with the 
degree of cerebral damage. 

The author raises two problems for discussion: (1) Why 
has the destructive process a predilection for the nuclear 
masses of the brain? The author suggests that this is 
due to the rapid development of the brain at this time of 
life, which gives it a lower resistance to toxic substances. 
(2) Why is the brain involved only in some cases of 
icterus gravis? Is there a hereditary factor as well as the 
Rh factor? Examples of families are given in. which 
the members are abnormally prone to damage of the 
nervous system from infections and toxic or emotional 
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disturbances. Five out of the 8 patients described in 
this paper had some family history of nervous instability. 
It is interesting to note that Potter (Amer. J. Dis. Child., 
1944, 68, 32) questioned over 50 women who had had 
erythroblastotic infants with a view to establishing a 
genetic basis, as evidenced by the inheritance of allergic 
diseases. In less than 15% of these families was there an 
allergic tendency. 

Reference is made to the work of Wallerstein (Amer. J. 
Dis. Child., 1947, 73, 19) on substitution-transfusion as 
treatment for erythroblastosis foetalis and therefore as 
prophylactic treatment for kernicterus. 

B. S. P. Gurney 


636. Further Experience with the Hypoxia Tolerance 
Test of the Heart in Children 

E. MANNHEIMER, L. E. CARLGREN, and W. GRarF. 
Journal of Pediatrics {J. Pediat.| 33, 58-65, July, 1948. 
9 figs., 17 refs. 


This is the sequel to a report on tolerance to hypoxia 
published by Mannheimer (J. Pediat., 1946, 29, 329); 365 
patients have now been subjected to 600 tests. The 
apparatus is as described before, the children being given 
9% oxygen for about 10 minutes. The test in normal 
patients gave negative results with very few exceptions. 
Active rheumatic carditis and active carditis of other 
aetiology were associated with positive results in about 
75% of cases. Healed carditis and gallop rhythm led to 
a positive result in 25%. In congenital heart disease 
findings were as a rule negative in the cyanotic group, 
but varied in the non-cyanotic group. In cases of 
patent ductus the incidence of positive results fell from 
65% before operation to 25% afterwards. The authors 
noted with surprise that the test in 75% of patients with 
healed rheumatic lesions, with or without valve lesions, 
gave negative results. J. G. Jamieson 


637. Cause and Significance of Seasonal Variation in 
the Haemorrhagic Tendency in the Newborn 

E. KeRPEL-FRONiUS, F. VARGA, and E. KAtTat PAL. 
Archives of Disease in Childhood {Arch. Dis. Childh.] 23, 
87-89, June, 1948. 1 fig., 23 refs. 


During a period of 5 years over 10,000 newborn infants 
were investigated at the University Obstetric Clinic, 
Budapest, and a definite seasonal variation in the in- 
cidence of melaena, cerebral haemorrhage, and cephal- 
haematomata was observed. The present paper describes 
300 newborn infants with cerebral haemorrhage or 
cephalhaematomata in whom a similar seasonal incidence 
was observed. 

In considering the problems of haemorrhagic disease 
of the newborn in relation to seasonal variation there are 
3 factors which are relevant: the degree of trauma, 


the efficiency of the clotting mechanism, and the fragility 
of the capillaries. The first cannot be the cause of any 
seasonal variation. The second certainly can, the most . 
marked prothrombin deficiency having been observed 
during winter and spring. That the third factor may be 
causative is suggested by the frequency of conjunctival 
haemorrhages. To obtain further information about the 
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influence of the seasons on capillary fragility 233 healthy 
children were examined in 1 year, Borbély’s negative 
pressure-suction method being used. The results show 
that the number of children with fragile capillaries in- 
creases in winter and reaches a peak in early spring. 
Accordingly a trauma of constant intensity will result in 
a higher incidence of birth haemorrhages in these seasons, 
and during the same seasons there is also a prothrombin 
deficiency. This suggests a simultaneous deficiency of 
both vitamin K and vitamin P in the maternal diet in 
winter and spring. To test capillary permeability the 
method of Landis was used. No seasonal variation 
could be demonstrated. 

For the prophylaxis of haemorrhagic disease of the 
newborn it is suggested that vitamins K and P should be 
given during the last months of pregnancy. 

Jas. M. Smellie 


638. Dwarfism with Oligodipsia. (Nanisme avec 


oligodipsie) 
R. MALLET. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris] 24, 1483-1497, June 18, 1948. 12 figs., 8 refs. 


Six cases are reviewed: 3 were originally described by 
Debré and Marie in 1937 and 3 are taken from a series of 
5 described by Dolivo. The condition was also recog- 
nized by Gilford in 1910, and called ateliosis. 

The children were normal for the first 3 years of life, 
though there was a history of abnormal presentation in 
5 of them. During the third year growth was delayed, 
possibly after an illness or series of infectious diseases. 
After a few years the children were obvious dwarfs, with 
well-proportioned bodies and normal mental develop- 
ment. There was excess of fat on the trunk, but no 
resemblance to the adreno-genital syndrome. The 
genitalia were underdeveloped, and the secondary sex 
characters did not appear. The hands were small, the 
features fine, with a small chin and large forehead. The 
skin was dry and scaly. The first dentition persisted 
even up to the twenty-second year, the second teeth 
being correspondingly delayed. Radiographs showed a 
delay in the appearance and fusion of the ossification 
centres. 

There were two very striking features common to 
all the children. Their daily intake of fluid varied 
between 300 and 500 ml. and they ali had great difficulty 
in drinking the 500 ml. given for a water elimination test. 
The other feature was the persistent high density of 
urine, no matter what the intake of fluid might be or 
what regimen was tried—high or low chloride intake, 
injection of pituitary extracts, thyroid extracts, and 


adrenal cortical extracts. In the glucose-tolerance test 


the blood-sugar curve fell very sharply to normal, 
resembling that seen in anterior pituitary insufficiency. 
Dolivo noted arterial hypotension, but this was not seen 
in the other cases. 

The author could not find any cause. The fact that 
there were minor congenital defects in some cases sug- 
gests the possibility of a hereditary condition, but 
the family history did not reveal any other case of 
dwarfism of this type, nor were there any other dwarfs in 
the same generation. There were no abnormal incidents 


in the mothers’ pregnancies, and the deliveries—although 
4 were breech presentations and | a shoulder presentation 
—did not seem to have caused difficulty. There is po 
treatment of any value. J. G. Jamieson 


639. Susceptibility of Mongoloids to Infection. [, fp. 
cidence of Pneumonia, Influenza A and Shigella dysenteriae 
(Sonne) 

M. S1EGEL. American Journal of Hygiene [Amer. J. Hyg, 
48, 53-62, July, 1948. 1 fig., 9 refs. 


Comparable groups of mongoloid and other feeble. 
minded inmates of Letchworth Village, New York, were 
observed; it was noted that there was a much higher 
incidence of pneumonia and a considerably higher in- 
cidence of influenza A infection and Sonne dysentery 
amongst the mongoloids. R. S. Illingworth 


640. Susceptibility of Mongoloids to Infection. II. Anti. 
body Response to Tetanus Toxoid and Typhoid Vaccine 
M. SieGeL. American Journal of Hygiene [Amer. J. Hyg.) 
48, 63-73, July, 1948. 3 figs., 23 refs. 


The circulating antibody response to tetanus toxoid 
and typhoid vaccine was observed in 20 mongoloid and 
20 other feeble-minded subjects; on the average, there 
was a poorer antibody response, both in degree and in 
duration, amongst the mongoloids, to primary inocula- 
tion as well as to reinoculation. It was concluded that 
there was some defect in the mechanism by which specific 
antibodies are made or ure released into the circulation. 

R. S. Illingworth 


641. . Further Observations Concerning Hypofunction of 
the Adrenals During Early Life. ‘“‘ Salt and Water” 
Hormone Deficiency 

J.C. JauDon. Journal of Pediatrics [J. Pediat.) 32, 641- 
669, June, 1948. 5 figs., 25 refs. 


This paper is based on the hypothesis that during 


_ infancy temporary and partial failure of adrenal function 


may occur; the author gives detailed reports of 5 male 
infants in whom the findings seemed to support this 
hypothesis of temporary adrenal hypofunction. The 
clinical syndrome was one of anorexia and vomiting 
occurring soon after birth, and followed by dehydration 
and collapse, with excessive loss of sodium, chloride, and 
water by the kidneys. This syndrome was thought to 
be the result of temporary deficiency or absence of the 
desoxycorticosterone factor of the adrenals, and was 
treated by intramuscular injections of desoxycort- 
costerone acetate and parenteral saline. During treat- 
ment relapses occurred and several courses of treatment 
were required, but finally all the infants recovered and 
health was maintained without further injections. It 
was concluded that the above syndrome in severe and 
mild forms is fairly common in young infants; “it is 
thought to be caused by a temporary absence or physi0- 
logic low supply of the desoxycorticosterone factor of the 
adrenal glands ”’. C. McNeil 


Medicine: General 


642. Estimation of the Anoxic Effect of High-altitude 
(Pokus 0 objektivni hodnoceni vlivu anoxie za 

vyskového letu) 

J. DvorAk, M. Kopecky, and J. MikuLa. Vojenské 

Zdravotnické Listy [Voj. zdravotn. Listy] 17, 262-264, 

1948. 1 fig., 11 refs. 


The influence of anoxia on the human organism can be 
estimated with considerable accuracy by the magnitude 
of the smallest increment or decrement of a certain 
intensity of light which is necessary in order to produce a 
sensation of a different intensity. This change, expressed 
as a fraction of the original intensity, is called the dif- 
ferential threshold. 

A Pulfrich step-photometer was used as a source of 
light; the beam of its lamp after passing through the 
appropriate colour filters and through the screen was 
projected on a white screen, which the subject viewed 
under an angle of 300 degrees. The investigation was 
carried out in white, red, and green light. The standard 
field was first adjusted by setting the drum of the step- 


photometer at 0-6 for white light, at 14-0 for red light, 


and at 86-0 for green light. .The comparative field 
was obscured. The tested subject was requested to 
move the drum of the comparative field until its in- 
tensity equalled that of the standard field. Five to 
10 comparisons were made for every colour and the 
magnitude of the difference of readings between the two 
drums was noted. The low-pressure chamber, in which 
the investigations were carried out, was subsequently 
obscured for 10 minutes and measurements were repeated 
5 times for every colour. They were repeated once more 
after the pressure in the chamber had been lowered to 
equal the pressure at an altitude of 6,000 metres (355 mm. 
Hg). Measurements were carried out on 8 normal males 
and 4 normal females, aged 16 to 30 years. It was found 
that the differential threshold (the smallest difference 
between the readings of the two drums at which the light 
of the two fields was recognized by the subject as being 
of a different intensity) for all colours was increased by 
9% at an altitude of 6,000 metres. Jan Brod 


ALLERGY 


643. Some Views on the Aspirinhypersensitive Allergy 
Group. [In English] 

E. B. SALEN and B. ARNER. Acta Allergologica [Acta 
allergol., Kbh.] 1, 47-84, 1948. 23 refs. 


The authors give an excellent review of hypersensitivity 
to aspirin, summarizing the literature and their own in- 
vestigations. An asthma attack caused by aspirin is 
usually very severe and accompanied by a peculiar 
troublesome dry cough, distinct pallor followed by 
cyanosis, and a tendency to collapse. The authors 
describe another clinical type of aspirin sensitivity which 


is insidious and appears as gradual exacerbations of 
asthmatic attacks. 

The fact that aspirin sensitivity has been the cause of 
death after intake of small doses may not, be fully 
realized. No information on aspirin sensitivity could be 
gained by skin tests, and attempts to obtain positive skin- 
tests by linkage of aspirin to proteins were unsuccessful. 
The authors recommend aspirin sensitivity tests by in- 
gestion. ‘* After an initial dose of 10 mg. at intervals of 
3 hours we then give the foltowing doses: 20, 40, 80, 150, 
300, and finally 500 mg., provided that no trouble arises. 
If half a gram is tolerated, the patient is regarded as not 
hypersensitive to aspirin; in other words, there is normal 
tolerance of the drug.” A patient proved aspirin- 
negative at the time of the test may develop this type of 
sensitivity later. : 

The authors found that 106 out of 1,173 patients with 
asthma were aspirin-sensitive (9%). They divided their 
material into two main groups. Group I comprised 
cases of asthma complicated by infection, and group II 
consisted of cases of asthma without signs of infection; 


27 out of 223 cases (12%) in group I were aspirin- . 


sensitive, but only 2 out of 68 cases (13%) in group II 
showed this type of allergy. The erythrocyte sedimenta- 
tion rate was increased in 60 out of 67 aspirin-sensitive 
cases. Exogenous allergens, such as pollen and dust, 
did not play a major role in precipitating attacks in 
aspirin-sensitive cases. As the majority of aspirin- 
sensitive subjects fell into group I, it was assumed that 
bacteriotoxic influences created the necessary condition 
for sensitization to aspirin. A careful examination of 
infective foci was carried out and such foci, if present, 
were eliminated. This was combined successfully with 
anti-allergic measures. Vaccines, tuberculin, and other 
protein desensitizers were considered contraindicated. 
[The authors draw attention to the observation that pro- 
longed intake of aspirin may lead to sensitization and the 
abstracter would like to see figures on intake of aspirin 
during previous years in patients of these two groups. 
This would show whether the patients of the infective 
group were sensitized to aspirin because they were more 
exposed to this drug than were patients of the non- 
infective group.] Kate Maunsell 


644. The Absorption and Circulation of Antigen, Eluci- 


dated by Transfusion Experiments. [In English] 


F. DencKer and M. ScHwartz. Acta Allergologica 
[Acta allergol., Kbh.] 1, 114-119, 1948. 15 refs. 


Twenty-one recipients of blood transfusions were 
passively sensitized by intradermal injections of 0-05 ml. 
of serum of a patient highly sensitive to soy bean; the 
21 fasting donors received no food apart from 15 g. of 
soy bean in 50 ml. of water. They were bled either 
directly after the intake of soy bean or after intervals of 
up to 4 hours; 500 ml. of blood was transfused into each 
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recipient. The development of a wheal and an erythema 
was Observed at the passive transfer sites in 9 out of 
21 recipients during the transfusion. The transfer of 
absorbed soy bean allergen from the donor’s blood to the 
recipient’s skin was thus demonstrated. It was con- 
cluded that food allergens other than soy bean may be 
transferred during transfusion and give rise to allergic 


attacks in actively sensitized recipients. The use of fast-, 


ing donors was recommended. If the blood was taken 
from donors before 15 minutes elapsed following the in- 
gestion of soy bean, no reaction occurred during the 
transfusion. A failure to react was also observed when 
the donors were bled after a longer interval than 3 hours 
following the intake of soy bean. Kate Maunsell 


645. Fever Due to Food Allergy 
A. H. Rowe. Annals of Allergy [Ann. Allergy] 6, 252- 
259, May-June, 1948. 1 fig., 20 refs. 


The author reports pyrexia in a girl aged 18 years 
which was attributed to food allergy. Fever, in which 
the temperature rose at times to 102-5° F. (39-3° C.), 
persisted for 6 months before this diagnosis was made. 
The patient had disliked milk all her life, but because 
of her low weight and anorexia had taken it regularly. 
Skin reactions, though positive as regards a number of 
other foods, were negative for milk. As soon as milk 
was omitted from her diet, however, the temperature 
fell to normal, and she began to put on weight. When 
she again took milk the pyrexia returned and she com- 
plained of abdominal distension and anal distress. 

R. S. Bruce Pearson 


646. Studies on Histamine and Histamine An 
U. SeRAFINI. Journal of Allergy Allergy] 19, 256-270, 
July, 1948. 4 figs., bibliography. 


This is largely a summary of the author’s work from 
1942 onwards in the Department of Allergy, University 
of Rome. In allergic patients but not in normal subjects 
subcutaneous injection of histamine or allergen, or 
physical exercise or stimulation of the skin, can cause an 
increase in the blood concentration of histamine. Aller- 
gic symptoms do not always follow the rise of the 
histamine level, which is of short duration, but may 
occur when the concentration is again normal or below 
normal. In 1 patient, the rise in histamine level in blood 
after subcutaneous injection of histamine did not occur 
24 hours after fever therapy. In other asthmatic patients, 
injection of ** antergan”’ before the histamine also pre- 
vented any increase in histamine concentration. The 
histamine-induced asthmatic attacks were also inhibited. 
Antergan ”’, “neoantergan”’, 3277 R.P.’’, “‘antistin”’, 
and “ benadryl ”’ all inhibited the whealing due to intra- 
dermal histamine or allergen, the effects being maximal 
2 to 4 hours after oral administration and 40 minutes 
after intravenous injection of the antihistamine. Anter- 
gan does not inhibit the stimulation of gastric secretion 
of acid by histamine nor does it affect blood sugar. 
Among other actions, these substances have been shown 
to have antibacterial activity at dilutions of 200 to 
2,000 yg. per ml. 


MEDICINE: 


- receiving therapeutic doses. 


_ GENERAL 


Clinical results of therapy with antergan in 140 patients 
resemble those of other workers. Thus, hay fever, 
vasomotor rhinitis, and urticaria responded well, com. 
plete relief being obtained by 45 (85%) of 53 patients with 
urticaria. Results in bronchial asthma were less satis. 
factory, 14 (31%) of 45 having no relief from antergan, 
It is noted that systemic reactions during hyposensitiza- 
tion therapy are relieved by antergan, and high doses of 
allergen can be given. Nausea was the commonest of the 
side-effects of which 35 (25%) of 140 patients complained, 
In 3 patients allergic symptoms were aggravated by 
antergan and 2 patients with urticaria had asthmatic 
attacks during treatment. Derek R. Wood 


647. The Use of a New Antihistaminic Combination in 
the Treatment of Allergic Disorders 

E. B. Brown and F. W. Brown. New York State 
Journal of Medicine [N.Y. St. J. Med.) 48, 1465-1466, 
July 1, 1948. 14 refs. 


** Aminophylline ” (theophylline and ethylenedi- 
amine), effective intravenously and by rectal suppository 
in asthma, cannot be given orally because of gastric 
irritation. ‘* Benadryl” (diphenhydramine hydrochlo- 
ride) has been preferred, although it produces drowsiness 
and dizziness as side-effects in 30 to 67% of patients 
A chemical combination of 
these two drugs, “* hydryllin ”, was tried in 121 patients, 
The combination proved very effective in hay fever, 
asthma (pollen and perennial), and vasomotor rhinitis, 
although one case of colitis and two cases of atopic 
dermatitis did not respond. The dosage was one 25 mg. 


tablet 3 or 4 times daily at first, increased to 2 tablets if 


there was no relief, a maximum of 8 tablets daily being 
set. Improvement was noted in 80% of cases. (The 
best figure for benadryl alone is 73-5%.) The effective- 
ness of hydryllin was most marked in adult asthmatics, 
82% being relieved. Toxic effects, notably drowsiness, 
occurred in only 35% of cases. The authors also obserye 
that they have tried a combination of 50 mg. diphen- 


‘hydramine with 5 mg. amphetamine sulphate and find 


that hydryllin is superior to this. T.. E. Graham 


648. Allergy in Otolaryngology. I ‘ 
F. K. HAnseL. Laryngoscope [Laryngoscope, St. Louis 
58, 652-672, July, 1948. 6 figs., 12 refs. 


Some of the problems which confront the otolaryn- 
gologist from the standpoint of allergy are considered. 
Observations of the symptomatology and the results of 
any examinations must be correlated with the history. 
The author uses his. own eosin—methylene-blue stain 
technique for staining smears from the nose and para- 
nasal sinuses. The percentage of eosinophil and/or 
neutrophil leucocytes in the smears should help the 
experienced clinician to decide whether the condition is 
one of allergy or infection, or allergy with complicating 
infection. 

Tonsillectomy should not be performed primarily for 
the relief of allergic symptoms, nor should too much 
importance be attached to x-ray findings in deciding if 
operation on the paranasal sinuses is indicated. Whether 
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METABOLIC 


the patient has asthma or not, when irreversible allergic 
tissue changes have taken place some form of surgical 
treatment is usually necessary, though this must be 
followed by management of allergy to prevent recurrence 
of the pathological changes. A. W. Frankland 


649. Allergy in Otolaryngology. Il. The Allergic In- 


- yestigation; History Taking, Skin Testing and Diagnosis 


of the Otolaryngologic Patient 
W. B. BLackx. Laryngoscope (Laryngoscope, St. Louis] 
58, 673-685, July, 1948. 4 figs., 13 refs. 


After giving a suggested outline for obtaining the 
necessary complete history of an allergic patient, the 
technique of diagnostic skin testing is described. In 
children under 10 years, as well as in all pollen testing, 
the author employs the scratch test; in adults, both the 
scratch and intracutaneous tests. High dilutions of dust 
extract are used in skin testing, though it may be neces- 
sary eventually to use a solution of only a 1 in 10 dilution 
before a positive skin reaction is obtained. In treatment it 
iscustomary to start withasolution 10 to 100 times weaker 
than the concentration corresponding to the end-point 
of erythema reaction. In pollen therapy pre-seasonal is 
usually preferred to perennial treatment, although the 
author now employs co-seasonal treatment as a method 
of choice. Oral therapy is still under investigation. 

A. W. Frankland 


650. Allergy in Otolaryngology. III. Allergic Manage- 
ment—Treatment 


R. E. AsHLey. Laryngoscope (Laryngoscope, St. Louis] 
58, 686-697, July, 1948. 9 refs. 


General measures to deal with the predisposing factors 
of nasal allergy must be carried out before more com- 
plicated methods are attempted. Drugs are given for 
symptomatic control and not cure. After excluding 
those specific allergens which cause hay-fever (pollenosis), 


- most nasal allergies are due to house dust. Hypo- 


sensitization with a good composite stock dust to which 
has been added an extract of moulds and/or any other 
specific allergen will give symptom-free periods of from 
months to years. A. W. Frankland 


651. Treatment of Bronchial Asthma by Procaine In- 
filtration. (O leczeniu dychawicy oskrzelowej blokada 
nowokainowa) 

J. CHRZANOWSKI. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 3, 898-901, July 19-26, 1948. 11 refs. 


Following the work of those clinicians in the U.S.S.R. 
who regard most diseases as neurotrophic disorders, the 
author attempted to treat bronchial asthma with procaine 
block infiltration. According to Speranski infiltration 
with procaine counters “‘ the nervous dystrophy ” and 
Stimulates the sympathetic nervous system. The most 
frequently used method consists in the injection of 100 
to 200 ml. of 0:25% solution of procaine into the retro- 
renal fatty tissue. The injection is usually made on the 
left side, and can be repeated after 6 to 8 days. The 
author treated by this method 14 patients with bronchial 
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asthma, most of them severe asthmatics who failed to © 
respond to the usual therapeutic procedures. In 6 
patients there was a definite improvement during treat- 
ment, but 2 of them relapsed when the injections were dis- 
continued. In 2 a slight temporary improvement was 
seen; 6 failed to improve. The treatment is safe; in 
only one case a slight febrile reaction occurred. A\l- 
though the results were not always successful, the author 
considers the method worth trying, especially in patients 
where other forms of treatment have failed. 
J. T. Leyberg 


652. Prevention by Sodium Salicylate of Arteritis in the 
Experimental Allergic State ; 

C. J. SULLIVAN, T. W. PARKER, and R. W. HIBBERT. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 67, 508-511, April, 


-1948. 26 refs. 


Arteritis can be produced by injecting a foreign protein 
into the experimental animal. It is found that at an 
early stage of the experiment, before circulating antibody 
is present, lymphocytes and monocytes will collect 
around the artery, which suggests that there is fixation 
of antigen in the arterial wall, with antibody migration 
within the lymphocyte to the site of the fixed antigen. 
The authors, working in the St. Louis University School 
of Medicine, based their investigations on the experi- 
mentally proved finding that sodium salicylate suppresses 
circulating antibody. 

Rabbits given sodium salicylate in large subcutaneous 
doses previous to sensitizing doses of horse serum failed 
to develop arterial lesions, which suggests that the 
salicylate blocks the fixation of the antigen in the tissue 
cells. As some of the animals did produce circulating 
antibodies in small amounts late in the experiment with- 
out developing arterial lesions, it is suggested that salicy- 
late may prevent antigen from uniting with tissue cells by 
inhibiting hyaluronidase activity. A. W. Frankland 


METABOLIC DISORDERS 


653. Pellagra and Skin Affections Due to Avitaminosis 
A. (Pellagra en huidafwijkingen door avitaminose A) 
A. P. Timmer. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 92, 1741-1743, June 5, 
1948. 1 ref. 


Keratosis of the sebaceous glands on the side of the 
nose has been described in cases of pellagra with psy- 
chosis, but not in pellagra without psychosis. Six 
patients examined showed this keratosis, combined with 
a necropsy finding of Nissl’s primary cell irritation 
especially in the Betz cells. Only one patient showed 
symptoms of pellagra.. In this case the pellagra responded 
to nicotinic acid, and the keratosis to vitamin A admini- 
stration. The other patients, without specific treatment, 
died. The patients generally showed symptoms of 
exogenous psychosis (Bonhdéffer); the cause of the 
avitaminosis was not clear in some cases, while in other 
cases the deficiency was due to tuberculosis or enteritis. 

A. P. Timmer 


| 
| 
| 
Louis} 
laryn- 
dered. 
ults of 
istory. 
stain 
para- 
and/or 
lp the 
tion is 
cating 
ily for 
much 
jing if 
hether 
/ 


188 . MEDICINE: 


654. Clinical and Pathological Findings in Hunger 
Oedema. (Zur Klinik und Pathologie des Hungerédems) 
C. Overzier. Arztliche Wochenschrift [Arztl. Wschr.] 3, 
392-398, July 15, 1948. 57 refs. 


Comparison of the pathological and clinical findings 
showed that the actual extent of the changes in hunger 
oedema was much greater than was expected clinically. 
Although the renal epithelium was severely damaged, 
only seldom could definite traces of protein be found in 
the urine. Nor was the extent of the damage to the liver 
and heart realized clinically. The over-all clinical picture 
was most easily explained by the severe damage to the 
endocrine glands. From his own experience the author 
is able to contradict many widely held views—as, for 
instance, that the heart does not lose weight in hunger 
oedema [he established a loss of up to 50%], and that the 
anaemia is of an iron-deficiency type. W. Forster 


See also Section Pathology, Abstracts 570, 579. 


655. The Essential Pathology of Kwashiorkor 
J. N. P. Davies. Lancet [Lancet] 1, 317-320, Feb. 28, 
1948. 25 refs. 


Kwashiorkor is a nutritional disorder widespread in 
Africa. As seen typically in children and in adults suffer- 
ing from an acute phase, it is characterized by anaemia, 
oedema, pot-belly, skin lesions, and depigmentation. 
The hair becomes scanty, straight, and reddish-brown, 
flaxen, or even white. A deficiency bowel pattern is 
found radiologically. The stools are bulky and soft, and 
contain considerable quantities of undigested food. The 
plasma proteins are altered and the albumin-globulin 
ratio is-reversed. Primary and secondary forms of the 
disease occur, the secondary forms often precipitated by 
some infection. 

In the peripheral cells of the liver lobules there is an 
early accumulation of fat distending the cells and com- 
pressing the sinusoids; later, fat appears in the mid- 
zonal cells, and finally, in the centrilobular areas, until 
eventually no normal liver cell is seen. After the appear- 
ance of the fat, lymphocytes and occasionally eosinophils 
are observed in the portal areas and in the peripheral 
sinusoids. Reticulum fibres in the portal areas and sur- 
rounding the peripheral liver cells reduplicate. Fibrous 
tissue forms along the periphery of the lobule, and extends 
down the sinusoids, surrounds, and finally strangles the 
peripheral liver cells; these cells disappear and the fibrosis 
increases and extends still further intothelobules. Should 
improvement occur, resolution begins around the central 
vein; the fat droplets become smaller and disappear, first 
in the centre of the lobule, then through the mid-zonal 
region, and finally in the periphery of the lobule. The 
liver lobules are left with accumulations of fibrous tissue 
in the portal areas, forming a fine patchy monolobular 
cirrhosis, and with accumulations of lymphocytes at 
various points. Most children who die from the disease 
do so with a fatty liver, but in those who survive the fat 
gradually disappears without clinical improvement. In 
the older patients fibrosis is severe and the fat is not 
prominent, so that severe kwashiorkor may exist without 
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any fat in the liver. Recrudescences of the disease, with 
further deposition of fibrous tissue, may occur associated 
with periods of malnutrition. 

There are also changes in the pancreas in kwashiorkor, 
the earliest being atrophy of the acinar cells with diminu- 
tion in the numbers of secretory granules. Later, the 
cells undergo hyaline changes; the tubules are dilated; 
periacinar, intratubular, and perilobular fibrosis begins; 
and there is also periductal fibrosis. The acinar tissue is 
broken up by the fibrosis, the lobular outlines being 
shown by dense bands of fibrous tissue. In advanced 
cases the acinar tissue disappears over wide areas, and 
some of the islets of Langerhans are affected. The late 
results of the pancreatic fibrosis appear to be as lethal as, 
and more far-reaching in effect than, the hepatic fibrosis, 
The kidneys show glomerular hyalinization, starting at 
the base of the glomerular tuft; and the flattened epithe- — 
lial cells at the exit into the first convoluted tubule become 
more cubical. Pericapsular fibrosis is common. 

In kwashiorkor the fat accumulation in the liver seems 
only epiphenomenal, and there is much to suggest that 
there is initially a pancreatic deficiency due to mal- | 
nutrition. The pot-belly,-the steatorrhoea, the failure to 
digest meat and starch, and the fatty infiltration of the 
liver, all point to primary pancreatic disease.. Further- 
more, the first sign of clinical improvement is swelling of 
the parotid and other salivary glands, sometimes simu- 
lating mumps, which, in view of the known similarity 
between the pancreas and the salivary glands, suggests 
that some change may be taking place in the pancreas— 
a theory: strengthened by the fact that the next mani- 
festation of improvement is an alteration in the stools, 
which soon contain no undigested food. 

F. Murgatroyd 


656. Two Cases of Spontaneous Hypoglycaemia. (Due 
casi di ipoglicemia spontanea) 

V. Froris. Rivista di Neurologia {Riv. Neurol.] 18, 105- 
123, March-April, 1948. 10 figs., 25 refs. 


In the first case described, a male aged 55 had for 3 
years repeated attacks of drowsiness, confusion, and great 
psychomotor excitement. Attacks appeared usually 
early in the morning and could be controlled for some 
time by the ingestion of sugar. Later, however, they 
could not be influenced and eventually appeared almost 
every day. With the exception of a raised blood pressure 
nothing abnormal was found on examination. During 
an attack, the blood-sugar level was 50 mg. per 100 ml. 
and rose to 125 mg. per 100 ml. when the attack was over. 
About every third or fourth day the fasting blood-sugar 
level was considerably elevated. After ingestion of 70 g. 
of sugar the blood-sugar curve fell to markedly hypo- 
glycaemic levels. 

The author rejects in this case Rivoire’s hypothesis that 
an insular tumour may cause a constant secretion of in- 
sulin which is unaffected by any change in the blood-sugar 
level, while the rest of the insular tissue is depressed. It 
is suggested that there was either an irregular and dis- 
continuous secretion of insulin by a tumour or that this 
was a case of multiple adenomata of sugar-regulating 
endocrine glands which were secreting in an irregular 
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manner. The fall in blood-sugar level after ingestion of 
glucose might be explained on the assumption that only 
a very high blood-sugar level would enhance secretion 
from the tumour tissue. . 

In the second case a female aged 36 had attacks of 
sleepiness, confusion, and convulsions which appeared 
generally at or around the menstrual period. She usually 
experienced violent hunger shortly before the onset of 
the confusional state and could prevent the attack by 
taking food. Physical examination did not reveal any- 
thing abnormal but there was a slightly positive test for 
globulin in the cerebrospinal fluid and the cell count was 
increased to 150 small lymphocytes per c.mm., falling, 
however, when examination was repeated 4 days later, 
to 4 to 5. During attacks the blood-sugar level was 
around 30 mg. per 100 ml. Raising the blood-sugar level 
by intravenous injection of glucose immediately brought 
the attack to an end. The blood-sugar curve’ after 
intake of 70 g. of sugar rose only slightly and then fell; 
the adrenaline curve was normal. “ Pervitin” de- 
pressed the blood-sugar level in a normal way; an 
anterior lobe extract of pituitary had no effect on the 
blood-sugar level, whereas a posterior lobe extract always 
brought the patient out of hypoglycaemic coma. After 
ingestion of 1,500 ml. of water the patient invariably 
lapsed into hypoglycaemic coma and it was necessary to 
administer a double dose of posterior pituitary extract to 
restore consciousness. Pneumoencephalus and electro- 
shock, which usually cause a marked rise in the blood- 
sugar level, had only a slight effect in this patient. 

It is important to differentiate cases of spontaneous 
hypoglycaemia due to a pancreatic adenoma from cases 
of functional hyperinsulinism due to a deficiency of glands 
with an anti-insular function (adrenal, thyroid, and 
pituitary). In the present case there were no signs of 
adrenal or thyroid insufficiency. No signs of pituitary 
dysfunction were found in the present case. However, 
the changes in cerebrospinal fluid, the induction of coma 
by water ingestion, and the beneficial effect of posterior 
lobe extract on the low blood-sugar level in this case are 
in favour of a pituitary lesion. The character of the 
lesion, however, remains obscure. Jan Brod 


657. The Effect of Eserine, Pilocarpine, “ Pervitin ”’, 
and Phenobarbitone on the Blood-sugar Curve and on the 
Outcome in Insulin Coma. (Influenza dell’eserina, della 
pilocarpina, del pervitin e del luminal sulla curve glicemica 
e sul decorso del coma insulinico) 

V. Fioris. Rivista di Neurologia [Riv. Neurol.] 18, 129- 
136, March-April, 1948. 5 figs. 


The effect of some of the parasympatheticomimetic sub- 
stances on the blood sugar and on hypoglycaemic coma 
has been studied. - The following substances were 
administered immediately after the injection of a coma- 
inducing dose of insulin: pilocarpine 10 mg. hypo- 
dermically, eserine 1 mg. hypodermically, ‘* pervitin ” 
(“ methedrine’’) 15 mg. hypodermically, and pheno- 
barbitone 0-2 to 0-3 g. by mouth. 

Pilocarpine had no effect on the outcome of the coma, 
but the blood-sugar curve was slightly higher than with- 
out pilocarpine. Eserine depressed the blood-sugar 


- 


curve, the course of which was more regular with less 
oscillations, and it was possible to provoke convulsions 
regularly. After pervitin the curve usually did not 
change for some time and its fall was delayed. The onset 
of coma was also delayed but its outcome was unaffected. 
After phenobarbitone it was possible to produce hypo- 
glycaemic coma with a smaller dose of insulin than usual 
and it was possible to eliminate convulsions. In cases 
in which it is desired to produce deep coma without con- 
vulsions, the combination of insulin and phenobarbitone 
should be advantageous. If, on the other hand, con- 
vulsions are needed for therapy, the combination of 
insulin with eserine should be helpful. Jan Brod 


S. P. Kein. Archives of Internal Medicine [Arch. 
intern. Med.] 81, 316-327, March, 1948. 44 refs. 


In this article the very rare condition of generalized 
and persistent allergic manifestations to insulin is ‘dis- 
cussed and the literature reviewed, and one case treated 
by the author is described. The local and general re- 
actions were mainly controlled by 3-hourly doses of 
50 mg. of an antihistamine substance, “‘ pyribenzamine 
hydrochloride’. The reduction of local allergic swell- 
ings made the insulin more active and the dosage could 
be reduced. It is suggested that insulin resistance in 
such allergy may be due to lack of absorption from the 
site of infection because of local tissue reaction. 

R. D. Lawrence 


659. Effect of BAL on the Action of Alloxan in the 
Dog. (El efecto del B.A.L. (2-3 Dimercaptopropanol) 
sobre la accién de la aloxana en el perro) 
F. GRANDE and J. C. DE Oya. Revista Clinica Espaiiola 
[Rev. clin. esp.] 28, 365-369, March 31, 1948. 2 figs., 
5 refs. 


This investigation confirms the findings of Tislow and 
Chesler (Com. XVII Int. Congr. Physiol.; Fed. Proc., 
1947, 6, 215). While these workers experimented with 
rats, the present author obtained the same results in dogs. | 
An intravenous injection of 25 and 40 mg. of BAL 
countéracts the diabetogenic effect of 60 and 80 mg. of 
alloxan respectively. The injection of both products is 
followed by a temporary (first 3 hours) increase of 
sugar and urea in blood. Intramuscular injections of | 
BAL have no neutralizing effect. . A. Lilker 


660. The Effect of Insulin on the Blood Picture 
E. E. Batrp and K. P. Dixon. American Journal o, 
Clinical Pathology {Amer. J. clin. Path.] 18, 470-484, 


June, 1948. 6 figs., 9 refs. 


Because reports in the literature on changes in the 
blood count after insulin do not agree, the authors have 
studied the blood picture in patients undergoing insulin 
shock therapy for schizophrenia. Although there were 
individual variations, the general pattern of blood changes 
was consistent, and included: (1) increase of the total 
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leucocyte count to more than twice the basal value; 
(2) relative and absolute increase of the neutrophil 
granulocytes; (3) an increase in “* young forms”’ and in 
cells “‘ showing evidence of injury in the form of toxic 
granulations ”; and (4) some increase in lymphocytes 2 
hours aftef insulin injections, with a later lymphocyto- 
penia. The leucocytosis was maximal 4 hours after the 
injection, and had disappeared 15 hours after the in- 
jection. Discussing the leucocytosis, the authors com- 
pare it to an infective leucocytosis, but point out that 
there is no change in the erythrocyte sedimentation rate 
and that the insulin-induced leucocytosis is ephemeral. 
By comparison, there was only a trivial increase in 
haematocrit reading and red cell count, and the authors 
argue that the leucocytosis cannot be due to dehydra- 
tion; in fact, they leave it unexplained. 

[The observations reported in this paper have been 
carefully made, but the discussion of them is poor. The 
possible part played by adrenaline in producing the 
observed leucocytosis is not even mentioned, nor is it 
clearly stated that the ordinary dosage of insulin used in 
treating diabetes does not produce a leucocytosis.] 

D. A. K. Black 


661. Relationship between Impairment of Liver Func- 
tion and Premature Development of Arteriosclerosis in 
Diabetes Mellitus 

I. M. RasinowitcH. Canadian Medical Association 
Journal (Canad. med. Ass. J.| 58, 547-556, June, 1948. 
1 fig., 45 refs. 


The author states that, under present conditions, 
arteriosclerotic disease of the heart, arteries, and kidneys 
is the commonest cause of death among diabetics, and in 
all age groups is commoner in diabetic patients than in 
non-diabetic people. He summarizes the evidence for 
these statements, and goes on to show that arterio- 
sclerosis increases with the duration of diabetes, and that 
it is commoner in badly controlled than in well controlled 
diabetes. In his own series the onset of arteriosclerosis 
is said to have been postponed by the use of a high-carbo- 
hydrate, low-calorie diet; such a diet is associated with 
lower levels of plasma cholesterol, and it also contains 
more protein than previous diets. However, although 
the incidence of arteriosclerosis has been reduced by im- 
proved dietary treatment it is still high, and the author 
infers that some other factor is concerned in producing 
arteriosclerosis, apart from the duration and severity of 
diabetes, imperfect control, excessive plasma cholesterol, 
and defective protein intake. This factor is believed to be 
impairment of the detoxicating function of the liver, and 
the greater part of the paper is devoted to argument in 
support of this hypothesis. Products of putrefaction 
which escape the liver would be free to damage tissues. 
The author has found that : (1) increased urobilinogen in 
the urine is commoner in arteriosclerotic patients; (2) in- 
creased urobilinogen is commoner in badly controlled 
diabetes; (3) ingested indole is badly tolerated by 
patients with raised urinary urobilinogen; (4) ingested 
indole caused toxic symptoms in 28 of 50 patients with 
arteriosclerosis, but in only 18 of 50 patients without 
detectable arteriosclerosis. It is inferred that impaired 
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detoxication by the liver may contribute to the production 
of arteriosclerosis in diabetics. 
[It is difficult to be fair to the argument in an abs 
but some criticisms must be made. Tests of liver 
function, other than the rather subjective one of whether 
the patients had symptoms after taking indole, are 
rejected as unsatisfactory. More important, the cop- 
currence of arteriosclerosis and impaired liver function 
does not indicate which causes the other, or indeed that 
they are causally related at all. The findings are interest- 
ing, however, and are presented to stimulate similar in- 
vestigations rather than to prove a case.] 
D. A. K. Black 


662. The Leukocytosis of Diabetic Acidosis 

J. L. TuLyis. American Journal of the Medical Sciences 
pen J. med. Sci.) 215, 424-426, April, 1948. 1 fig,, 
11 refs. 


Working on animals, the author had previously found 
evidence suggesting that a polymorphonuclear leuco- 
cytosis regularly accompanies the induction of hyper- 
tonicity in the extracellular fluids. He has sought further 
evidence by a study of 7 cases of diabetic coma in the New 
England Deaconess Hospital, Boston, Mass. In these 
hypertonicity was measured by depression of the freezing- 
point of defibrinated blood samples. All 7 cases had a 
leucocytosis, and in 6 of these the degree was proportional 
to the extent of hypertonicity. In the seventh case, in 
which the relationship was not observed, acute appen- 
dicitis was suspected and infection may have been a 
complicating factor. It is pointed out that the experi- 
mental hypertonic leucocytosis in animals was obtained 
by raising the concentration of blood sodium and 
chloride, whereas in diabetic coma hypertonicity is due 
to raised blood sugar, and sodium and chloride concen- 
trations are low. Hypertonicity is the common factor, 
and this is believed to initiate the leucocytosis. 

C. L. Cope 


663. The Role of Choline Chloride in the Treatment of 
Certain Cases of Diabetes Mellitus. Studies of Liver 
Dysfunction—I 

L. PeLNer, B. DAvipson, S. WALDMAN, and R. Mar- 
GoLis. New York State Journal of Medicine [N.Y. St. 
J. Med.) 48, 523-524, March 1, 1948. 4 refs. 


The authors claim that certain cases of diabetes 
mellitus are due to hepatic rather than to insulin de- 
ficiency, and that these may be improved by admini- 
stration of choline. Of 26 diabetic patients who received 
1 g. of choline in 60 minims (3-5 ml.) of water four times 
daily, 18 are said to have shown clinical improvement. 

[Liver dysfunction due to any cause will often produce 
a disturbance of carbohydrate metabolism which mimics 
diabetes mellitus. Two of the 3 cases of which brief 
clinical notes are given showed that improvement which 
is always seen when mild diabetic patients receive a 
measured diet. A full clinical study would be most 
interesting of one case—that of a diabetic patient aged 
25, who discontinued insulin after the choline therapy.] 

H. Whittaker 


Cardiovascular Disorders 
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664. Vitamin E in Heart Disease 
H. Levy and E. P. Boas. Annals of Internal Medicine 
{Ann. intern. Med.] 28, 1117-1124, June, 1948. 4 refs. 


Vitamin E (a-tocopherol) was given without benefit to 
13 patients suffering from heart disease with relatively 
fixed symptoms. The series comprised cases of angina 
pectoris and cardiac failure due to coronary disease 
or rheumatic valvular disease. The drug was given in 
doses varying between 200 and 800 mg. daily and ad- 
ministration was continued for from 7 to 12 weeks. In 
1 case of angina pectoris there was a temporary improve- 
ment for the first 2 weeks, but the attacks then continued 
at their former frequency. In no other case was the 
number of anginal attacks affected, nor did any of the 
signs abate in those with cardiac failure. The authors 
conclude that the use of vitamin E in heart disease is not 
warranted. C. W. C. Bair 


665. Rapid Digitalization 

W. Evans, P. Dick, and B. Evans. British Heart 
Journal (Brit. Heart J.| 10, 103-121, April, 1948. 21 figs., 
31 refs. 


Various preparations of digitalis were compared for 
their slowing effect on the ventricular rate in 20 cases of 
auricular fibrillation. Digoxin”, 1-5 mg., lanatoside 
C, 1:5 mg., and “ digitaline ’’ were equally effective 
intravenously, establishing good control within 2 hours; 
strophanthin, 0-5 to 1 mg., was less efficient [the dose, of 
course, was not comparable]. By mouth digoxin 2 to 3 
mg. proved satisfactory and accomplished its task 
within 4 hours. Paul Wood 


666. The Relative Value of Digitaline Preparations in 
Heart Failure with Auricular Fibrillation 

P. Dick. British Heart Journal (Brit. Heart J.] 10, 122- 
124, April, 1948. 11 refs. 


Six different commercial preparations of “* digitaline ” 
were compared therapeutically. One was consistently 
less effective than the other five. It is suggested that a 
standardized procedure for the manufacture of digitaline 
should be introduced, and that biological assay should 
be compulsory. Paul Wood 


667. The Heart in Rheumatoid Arthritis 

E. J. FiscHMANN and F. J. Gwynne. British Heart 
Journal [Brit. Heart J.| 10, 125-134, April, 1948. 8 figs., 
57 refs. 


_ The authors studied a series of 60 patients suffering 


from rheumatoid arthritis. The patients were selected 
from a larger group of 150 on the basis of three criteria: 


(1) they were able to stand up; (2) they were not hyper- 
tensive ; (3) they had no history of rheumatic fever. The 
majority, if not all, were anaemic, this being regarded as 
an important sign of true rheumatoid arthritis. Clinical 
findings were virtually negative; only 1 patient had a 
mitral diastolic murmur. The electrocardiogram showed 
a tendency to Jow voltage, but nothing else significant. 
Cardiae enlargement [of which several unconvincing 
examples are illustrated], mostly left ventricular, was 
found on x-ray examination in 23% of cases, and was 
attributed to the presence of chronic rheumatic carditis 
or to a previously unrecognized “ form of cardiac in- 
volvement due to the aetiological factor of rheumatoid 
arthritis 

[The authors do not appear to be familiar with the 
effects of anaemia upon the heart.] Paul Wood 


668. Neurocirculatory Asthenia, Anxiety Neurosis or 
the Effort Syndrome 

M E. Couen, P. D. Wuite,and R.E. JOHNSON. Archives 
of Internal Medicine [Arch. intern. Med.| 81, 260-281, 


- March, 1948. 3 figs., 44 refs. 


The effort syndrome was studied in 144 patients, mainly 
service personnel, at the Harvard Medical School, healthy 
and convalescent soldiers being usedascontrols. Atleast 
24 important symptoms occurred in 10% of the cases. 
Abnormal physical findings, though few in number, were 
found in a high proportion and included tachycardia, 
tachypnoea, flushing of face and neck, hyperactive tendon 
jerks, and tremor of the fingers. Such signs are not 
particularly helpful in differential diagnosis. Results 
from a large number of biochemical and clinical labora- 
tory tests were within normal limits. On grounds of 
history alone, two syndromes were distinguished, acute 
neurocirculatory asthenia in which the patient gave con- 
vincing evidence of nervous stability and ability to do 
hard work or athletics before the onset of the symptoms, 
andthe chronic form in which symptoms and inability 


‘to do hard exercise had persisted throughout life. 


In the resting state there was no difference between 
patients and controls as regards oxygen consumption 
and blood concentration of lactate, but during exercise 
striking differences appeared. Patients then showed 
poor ability to take up oxygen, had higher pulmonary 
ventilation, and in tests involving hard work had not the 
endurance of control subjects. The patient with the 
chronic form of the condition has the greatest concentra- 
tion of blood lactate per unit of working time. This 
finding is evidence of abnormal aerobic metabolism and 
of oxygen debt. Although vital capacity is normal in 


effort syndrome, the ventilation index is abnormally high. 
The greater the stress the greater the deviation from 
normal, and in such quantitative observations patients 
with the acute form of the condition had always less 
abnormal mean values than had those with the “ chronic 
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form”. Full cardiovascular studies which included 
measurement of cardiac output by cardiac catheterization 
revealed no significant abnormalities. The heart in 
effort syndrome is not abnormally small. Capillaries of 
the nail beds however were found to have complex loops 
instead of those of simple U type, but this abnormality 
probably exists in other conditions. Psychological tests 
place the patients in a “ neurosis category”. A high 
family prevalence of the condition exists but this is not 
certain evidence of its hereditary nature. 

{It is interesting to find that such a wealth of clinical, 
experimental, psychological, and biochemical tests ex- 
tending over a period of 5 years should have added so 
very little to our knowledge of this fascinating subject.] 

T. Semple 


669. Left Vocal Cord Paralysis Associated with Cardiac 
Disease 

D. A. DoLowrrz and C. S. Lewis. American Journal of 
Medicine [Amer. J. Med.] 4, 856-862, June, 1948. 1 fig., 
12 refs. 


The literature on the mechanism of paralysis of the left 
recurrent laryngeal nerve in cases of cardiac enlarge- 
ment is reviewed, and 2 personal cases are described. 
One patient had mitral and aortic valvular disease with 
marked enlargement of the left auricle; the other had 
atrial septal defect, possibly with mitral stenosis (Lutem- 
bacher’s syndrome) and greatly enlarged pulmonary 
conus. The area bounded by the aortic arch superiorly, 
the pulmonary artery inferiorly, and the ligamentum 
arteriosus medially was carefully examined in 5 fresh and 
22 fixed cadavers, and a group of three to four lateral 
tracheo-bronchial lymph nodes was constantly found in 
close proximity to the left recurrent nerve. It is pointed 
out that these lymph nodes may effectively compress the 
nerve when accompanied by cardiac hypertrophy, en- 
gorgement of the pulmonary artery, or both. A. Schott 


670. On Functional Examination of the Circulatory 
System and “ Heart-water Test”; a New Method of 
Ascertaining Cardiovascular Reserve. (O badaniu czyn- 
nosciowym narzadu krazenia i o prébie wodnosercowej, 
nowej praktycznej metodzie okreslania sprawnoéci 
mieSnia sercowego i rezerwy sercowo-naczyniowej) 

M. Fescin. Polski Tygodnik Lekarski [Polsk. Tyg. lek.] 
3, 169-172, Feb. 9, 1948. 1 ref. 


The author points out that the clinical tests for cardiac 
insufficiency, particularly in the early stages, are either 
too complicated and not always accessible or not reliable 
for indicating the degree of cardiac reserve. The author 
suggests a simple method, the “* heart-water test ’, based 
on the existence of a strict relation between cardiac out- 
put and renal function. 

Normally, any physical effort brings on an increase of 
minute volume and redistribution of blood in the 
organism according to needs; the blood supply to the 
kidneys, however, remains almost the same (400 ml. or 
11% of 1 minute output at rest; 350 ml. or 5-8% of 
minute volume after light effort, 1-4% after heavy effort). 
In patients with diminished cardiac reserve, the minute 


_effort is considered to be within normal limits. 
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volume at rest may remain normal but during physica} 
effort its increase is slower and below requirements; the 
reduced renal blood supply will be revealed by lesseneq 
diuresis, more distinctly if water intake is also increased, 

The test consists of drinking 1 litre of weak tea within 
half an hour in the morning after emptying the bladder. 
During the next 3 hours the patient remains in bed and 
voids urine hourly, the quantity and specific gravity of 
the three specimens being noted. Next day the pro. 
cedure is repeated but the patient should be up and 
about with short rests during the 3 hours of the test; 
results are then compared. 

The more marked the retention of water during light 
physical effort, the greater is the cardiac insufficiency, 
Usually it is parallel with a lessened dilution of urine. Ip 
a minority of cases, however, the specific gravity of urine 
voided during effort remains as low as during rest. A 
20 to 25% difference between output at rest and on 
Dis- 
orders of water balance, renal diseases, and myxoedema 
are contraindications to the use of the method. The 
test was carried out on 150 cases, in some several times 
for assessment of progress. The author believes the test 
to be quite accurate for practical purposes and stresses 
its value in recognition of latent cardiac insufficiency when 
definite physical and electrocardiographic signs are lack- 
ing. Few examples are given but a detailed analysis of 
results is to follow. H. Maslowski 


671. Vitamin C in Congestive Circulatory Failure, 
(Zachowanie sie kwasu askorbinowego przewlekiej 
niewydolnosci kraZenia) 
D. ALEKSANDROW. Polski Tygodnik Lekarski [Polsk. 
Tyg. lek.] 3, 321-324, and 364-367, March 15 and 
March 22, 1948. 7 refs. 


The author has studied the behaviour of ascorbic acid 
in congestive circulatory failure in view of its significance 
in normal functioning of the cardiovascular system. The 
modified method of Martini and Bonsignore with Cole- 
man’s photoelectric colorimeter was used for estimation 
of vitamin C level in blood plasma and urine of 10 normal 
individuals and 30 patients with congestive cardiac failure. 
The rapid and slow saturation tests were also employed. 

In healthy individuals, vitamin C levels in plasma varied 
between 0-41 and 0-62 mg. per 100 ml., average 0-53; 
9-8 to 18-34 mg. was excreted in the urine in 24 hours. 
Rapid and slow saturation tests always gave positive 
results, the latter on the second, third, or fourth day. 
The level of ascorbic acid in plasma after saturation did 
not show great changes. The 30 patients were divided 
into three groups of 10 each. In the first group were in- 
cluded cases in which compensation was achieved by 
treatment. In these, the vitamin C level was markedly 
lowered (0-15 to 0-25 mg. per 100 ml. in plasma, 0 to 
2-4 mg. in urine). The rapid saturation test was negative 
in all; the slow saturation test was positive on the ninth 
to twelfth days. During the compensatory phase the 


level of vitamin C in plasma rose to 0-34 to 0-47 mg. pet 
100 ml., but generally remained lower than in healthy 
persons; the rapid saturation test was positive in 90%. 
The second group contained patients with some organic 
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‘ changes without clinical signs of cardiac failure; in 50% 
the vitamin C level in plasma was lowered to 0-34 to 0-47 
mg. per 100 ml. Rapid saturation tests were positive. 
The third group consisted of patients with gross cardiac 
failure in whom improvement could not be obtained; the 
majority died. Vitamin C levels in plasma fell to 0-11 
to 0:23 mg. per 100 ml., average 0-16; in 6 cases the 
vitamin was absent in urine, in the remaining 4 there was 
0:76 to 1-85 mg. Saturation tests were negative. 

The author is of the opinion that the relative deficiency 


of ascorbic acid in congestive cardiac failure is of endo- 


genous origin, due to disturbance of cellular respiration. 
He advocates intake of 300 mg. of vitamin C daily, orally 
or intramuscularly, for a fortnight and 100 mg. as a 
maintenance dose thereafter. Mersalyl was found to 
increase loss of vitamin C in urine with consequent 
lowering of blood plasma level (strophanthin had no 
such effect). The need for adequate supply of the vitamin 
when mercurial diuretics are used is therefore emphasized. 
In severe cases (group III) parenteral supply of vitamin C 
is probably advisable, as the author could not determine 
with certainty whether absorption from the alimentary 
tract is always reliable. H. Maslowski 


672. True Aneurysms of the Mitral Valve in Subacute 
Bacterial Endocarditis 

O. SAPHIR and E. P. Leroy. American Journal of Patho- 
logy [Amer. J. Path.] 24, 83-95, Jan., 1948. 11 figs., 10 
refs. 


Mycotic aneurysms of the mitral valve were found in 
5 out of 12 cases of subacute bacterial endocarditis 
treated with sulphonamide preparations, heparin, or 
penicillin. ‘These cases were observed between 1943 and 
1946; the authors were unable to find an example of 
mycotic aneurysm formation in 41 cases of subacute 
bacterial endocarditis seen between 1935 and 1943. 
Rupture of the aneurysm occurred in 4 cases, and the 
increased incompetence of the mitral valve may have 
contributed to death. The aneurysms probably arise in 
areas of granulation tissue situated in the substance of 
the valve. The authors suggest that the aneurysms 
represent attempts at healing of the endocarditis, perhaps 
as a result of the increasing use of chemotherapeutic 
agents in recent years. R. H. D. Short 


673. Dynamics of the Left Auricle in Mitral Valve 
_ Lesions. Fluorocardiographic Study 

A. A. LutisADA and F. G. FLEISCHNER. American 
Journal of Medicine [Amer. J. Med.| 4, 791-797, June, 
1948. 9 figs., 14 refs. 


The authors have used fluorocardiography in an 
investigation of 23 patients with mitral valvular disease. 
This method consists of a photoelectric recording of the 
kymogram, the heart sounds being simultaneously 
recorded as for timing. The technique and observations 
on normal subjects have been described by Luisada, 
Fleischner, and Rappaport (Amer. Heart J., 1948, 35, 
336, and 348). It was found that the fluorocardiogram 


of the left auricle was typically changed in these patients. 
In those with sinus rhythm (16 observations in 13 cases) 
M—O 


the normal presystolic negative wave was present, but 
might be small, irregular in shape, or barely visible. 
During ventricular systole a plateau-shaped, flat positive 
wave was found. In 9 out of 10 patients with auricular 
fibrillation the presystolic wave was absent and the same 
kind of abnormal plateau-shaped positive wave during 
ventricular systole was observed as in patients with 
normal rhythm. In patients with mitral stenosis but 
without clinical evidence of regurgitation the same 
typical plateau was seen; there was no abnormality in 
the tracings from patients with interventricular septal 
defect. The abnormal tracings of the left auricle in cases 
of mitral valvular disease are explained by the regurgita- 
tion of blood into this chamber; the tracings did not 
provide any evidence of the existence of a pure mitral 
stenosis without regurgitation. A. Schott 


674. The Action of Neostigmine in Supraventricular 
Tachycardias 

S. WALDMAN and L. PELNER. Annals of Internal Medi- 
cine [Ann. intern. Med.] 29, 53-63, July, 1948. 6 figs., 
9 refs. 


The action of neostigmine methylsulphate (or “ prostig- 
min”) on sinus tachycardia and auricular and nodal 
paroxysmal tachycardias is discussed; the paper includes 
case notes and electrocardiograms of 5 patients. The 
tracings demonstrate the slowing of sinus tachycardias 
with rates of about 130 per minute to about 80 per minute 
within about 20 minutes of the injection of 1 mg. of 
neostigmine, and the restoration of normal rhythm in 
a case of auricular tachycardia and in one of nodal 
tachycardia 5 minutes after injection. Immediately on 
the return of sinus rhythm the P-R interval is prolonged, 
but becomes normal within a few minutes. In another 
case of auricular tachycardia the abnormal rhythm 
persisted after the injection, but there was an immediate 
and progressive effect on A—V conduction, so that, 33 
minutes after the injection, there was 3:1, 4:1 A-V 
block. Two days later normal rhythm was recorded. 

The influence of neostigmine on these types of tachy- 
cardia is believed to be due to its action on the myoneural 
junctions of parasympathetic vagus fibres in the S—-A 
and A-V nodes and in auricular muscle. The drug 
augments vagus activity at these sites by inhibiting the 
action of cholinesterase. If these tachycardias result 
from the action of sympathomimetic amines on the 
heart, the use of the parasympathomimetic drug, neostig- 
mine, is rational therapy. S. H. Cookson 


675. Auricular Fibrillation of Neurogenic Origin. (O 
apHTMHH HeBpOreHHOro 

N. M. Davipovsky. Menuuuna [Klin. 
Med., Mosk.] 26, No. 7, 81-88, 1948. 6 figs., 19 
refs. 


Five patients with auricular fibrillation were kept under 
observation. Ages ranged from 34 to 43, duration of 
illness from 6 months to 5 years. The past history 
revealed no cardiac or rheumatic disease and no hyper- 
thyroidism. Three patients were under great emotional 
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strain and 2 had suffered from concussion. Radio- 
logically, the right ventricle was normal in all cases and 
the mitral ring was not narrowed. The left auricle was 
enlarged in 1 case and the left ventricle in 2 cases. No 
valvular disease was present and only a slight disturbance 
of the coronary circulation. The enlargement of the left 
side of the heart may be explained as a result of the 
auricular fibrillation. 

There are two theories on auricular fibrillation, but 
neither involves an influence of higher cortical centres 
on cardiac muscle. Nevertheless, there exists an intimate 
relation between the higher centres and the heart. It was 
noticed during the war .that soldiers with closed head 
injuries suffered from extrasystoles, tachycardia, arrhy- 
thmias, and even auricular fibrillation. Injection of air 
into the ventricles of the brain of animals caused a 
- disturbance of the cardiac rhythm. Koreisha, during an 
operation on the brain, has observed that by stimulation 
of certain parts of the brain she was able to produce 
various arrhythmias. Studies of the effect of the cortex 
on cardiac rhythm have been carried out by means of 
various conditioned reflexes. One worker found that 
by injecting intravenously acetylcholine and blowing a 
horn at the same time, he could produce tachycardia in a 
patient. This change could later be produced by blowing 
the horn without injecting the drug. When this con- 
ditioned reflex was well established, adrenaline was in- 
jected instead of acetylcholine when the horn was blown. 
Paroxysmal tachycardia may develop in these cases, with 
extrasystoles. On the basis of these considerations, it is 
thought that the auricular fibrillation in the cases de- 
scribed was of central neurogenic origin. 7. Guercken 


676. Application of Microplethysmography to _ the 
Diagnosis of Patent Ductus Arteriosus and Coarctation of 
the Aorta 

R. S. Mecisow and S. FEItELBERG. American Journal of 
Medicine [Amer. J. Med.] 4, 798-805, June, 1948. 7 figs., 
8 refs. 


Microplethysmography was employed by the authors 
in the examination of 26 patients clinically diagnosed as 
suffering from patent ductus arteriosus and 6 from 
coarctation of the aorta. A direct ink recording instru- 
ment designed by one of the authors was used, details 
of which are being published separately. The normal 
features of plethysmograms of fingers and toes are 
described, the most important being: in the tracings from 
fingers, a sharp apex, distinct dicrotic notch, and well 
developed respiratory fluctuations; in those from toes, 
much less developed respiratory fluctuations, but far 
more pronounced slower, phasic or aphasic (so-called 
alpha) waves. The typical changes in patients with 
patent ductus arteriosus consisted of blunting of the 
apex, absence or smallness of the dicrotic notch, and loss 
of the normal difference in slope between ascending and 
descending limbs of the curve of the individual pulse 
waves. Small but significant variations in the general 
contour and amplitude were apparent from moment to 
moment. In 15 patients tracings obtained before and 
after surgical closure of the ductus were available; in 


11 the tracings had become normal 7 to 14 days after 
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operation, but it was found that the plethysmogram did - 
not become normal immediately after operation in all 
cases, though it might do so after a longer intervaj, 
Tracings similar to those from patients with patent ductys 


- arteriosus were found in 2 cases of arterio-venous and 1 of 


arteriosclerotic aortic aneurysm, but from 3 patients 
with aortic regurgitation no such tracings were obtained, 
In coarctation of the aorta the normal volume relation 
between finger and toe plethysmogram was absent, the 
uncorrected volume pulse and the alpha waves in the toe 
plethysmogram never exceeding those of the finger; in 
cases of pronounced coarctation the normal volume 
relationship may be reversed. A. Schott 


677. Coarctation of the Aorta: Historical Review 

N. A. CHRISTENSEN. Proceedings of the Staff Meetings 
of the Mayo Clinic [Proc. Mayo Clin.] 23, 322-324, July 
21, 1948. 17 refs. 


Coarctation of the aorta appears to have been first 
recognized by Morgagni in 1760, though the condition 
was first fully described by Paris in 1789 and 1791. 
From that time to 1927 Maude Abbott was able to find 
reports of only 200 cases which came to necropsy, but in 
the next 10 years no less than 104 additional cases were 
reported. The first clinical diagnosis was made by 
Legrand in 1835 on the basis of reduction of the femoral 
pulsations and evident collateral circulation on the chest 
wall. 

As a pathological feature erosion of the ribs was 
first described in 1827 and as a radiological sign by 
Résler in 1928. As long ago as 1870 Scheele made 
simultaneous tracings of radial and femoral pulses and 
Potain demonstrated the characteristic hypertension in 
the upper part of the body. Experimental work by 
Gross, Crafoord, Blalock, and Park in Sweden and the 
U.S.A. led to the first successful reconstructive operation 
by Crafoord in Stockholm in 1944. H. E. Holling 


678. Pathologic Considerations in Coarctation of the 
Aorta 

J. E. Epwarps, N. A. CHRISTENSEN, O. T. CLAGETT, and 
J. R. MCDONALD. Proceedings of the Staff Meetings of 
the Mayo Clinic [Proc. Mayo Clin.| 23, 324-332, July 21, 
1948. 3 figs., 7 refs. 


Externally the aorta in coarctation frequently shows a 
narrowing extending over 2 or 3cm. At the site of the 
stenosis the media is characteristically thickened and 
projects into the lumen to make it narrow and eccentric; 
internally to this there is an intimal thickening which 
narrows the luman eccentrically, sometimes to as little as 
1 mm. Distal to the constriction the intimal surface of 
the aorta frequently shows a corrugated patch consisting 
of thickened fibrous intima with loss of the elastic tissue 
in the underlying media. This patch is presumed to be 
the result of the impingement of the jet of blood squirting 
through the constriction. It seems important that this 


weakened wall should not be included in a suture line 
because this area may become the site of a dissecting 
aneurysm. Objections are given to the Skodaic hypothe- 
sis of the causation of aortic coarctation which suggests 
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that the lesion is the result of overgrowth of the tissue 
which occludes the ductus arteriosus. The insertion of 
the ligamentum arteriosum does not appear to play any 
direct part in the formation of the constriction. 
Other cardiovascular lesions found include myocardial 
hypertrophy resulting from the hypertension i in the upper 
of the body. Reviewing the cases in 1928, Abbott 
found that 23-5% had insufficiency of a bicuspid aortic 
valve and since that time this complication has been 
found rather more frequently. When this complication 


. occurs bacterial endocarditis may be superimposed on 


the defective valve rather than on the aortic wall in the 
region of the coarctation. Rupture of the aorta other 
than that resulting from localized bacterial infections 
is also a common cause of death in this condition. This 
terminal event most often results from a dissecting 
aneurysm originating in the ascending aorta, and has 
occurred in 17% of recorded cases. About 7% of deaths 
in which the cause has been recorded are due to rupture 
of a so-called congenital intracranial aneurysm. 
H. E. Holling 


679. The Surgical Treatment of Coarctation of the 
Aorta 

0.T. CLAGETT. Proceedings of the Staff Meetings of the 
Mayo Clinic (Proc. Mayo Clin.| 23, 359-360, July 21, 
1948. 


Between 10 and 20 years of age is regarded as the most 
suitable age for operation in cases of coarctation of the 
aorta. Before the age of 10 the aorta is not large 
enough for satisfactory anastomosis and it is:not known 
whether the ring of scar tissue left in the aorta at the site 
of the anastomosis will increase in size as normal growth 
and development take place. Above the age of 20 con- 
siderable vascular damage may have occurred and good 
results cannot be expected. At operation it is found 
that the length of the stenosed portion varies consider- 
ably: in cases in which the two divided ends of the aorta 
could not be brought together the author has anasto- 
mosed the subclavian artery to the caudal end of the 
divided aorta. The results of this procedure, however, 
have not been so good as was hoped. UH. E. Holling 


680. Clinical Features in Coarctation of the Aorta: 
A Review of 96 Cases 

N. A. CHRISTENSEN and E. A. Hines. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.} 23, 
339-342, July 21, 1948. 5 refs. 


At the Mayo Clinic between 1925 and 1947 coarctation 
of the aorta was diagnosed in 119 cases and of this 
group 96 had adequate records, which serve as a basis for 
this study of the clinical features of the condition. In 
this group males predominated over females in the ratio 
38tol. Only 26% of the patients were below 20 years of 
age—the period of life when surgery is best tolerated. In 
30% of the cases the condition was discovered only 
incidentally; high blood pressure frequently pointed to 
the presence of the condition, but only 3 patients gave a 
history of intermittent claudication. Palpation of the 
larger arteries to detect differences in pulsation is recom- 


mended as being more reliable than palpation of the 
smaller limb arteries. Differences in arterial pulsation 
and pulse pressure should be looked for in the arms 
because the finding may aid in locating the site of the 
coarctation. In 80% of cases there was positive evidence 
of collateral circulation over the scapular and inter- 
scapular regions, and somewhat less frequently over. the 
supraclavicular and internal mammary regions. 3 
Cardiovascular murmurs were present in 94%, the most 

frequent being a fairly loud systolic bruit over the base of 
the heart. Basal diastolic murmurs were heard in 20% 
of cases and these were probably associated with valvular 
lesions. In 25% there was x-ray evidence of cardiac 
enlargement and in 30% electrocardiographic evidence 
of left ventricular preponderance. Ophthalmoscopic 
examination showed general narrowing of the retinal 
arterioles, particularly in the cases with hypertension, 
but no patient had ‘hypertensive retinopathy. Renal 
function studies revealed no abnormality and this 
possibly accounts for the absence of severe hypertensive 
disease. Important features in establishing the diagnosis 
were found to be: (1) characteristic differences in arterial 
pulsations and in direct and indirect blood pressure read- 
ings between the upper and lower limbs; (2) evidence of 
well developed collateral circulation; (3) rib notching in 
the presence of one or more cardiac or cardiovascular 
murmurs. H. E. Holling 


681. Studies on the Blood Flow in the Extremities in 
Cases of Coafctation of the Aorta: Determinations 
Before and After Excision of the Coarctate Region 

K. G. Wakim, O. SLAUGHTER, and O. T. CLAGETT. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 23, 347-351, July 21, 1948. 4 refs. 


Plethysmographic measurements of the blood flow to 
the arm and leg in 14 normal persons at rest and 14 
patients with aortic coarctation revealed no significant 
difference between the two groups, and in 9 cases no 
change in blood flow followed surgical removal of the 
coarctation. H. E. Holling 


682. The Collateral Circulation in Coarctation of the 

Aorta 
J. E. Epwarps, O. T. CLaGetT, R. L. DRAKE, and N. A. 
CHRISTENSEN. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 23, 333-339, sa 21, 
1948. 3 figs., 17 refs. 


From the published accounts nl their own observa- 
tions the authors give diagrams and photographs which 
show the anatomy of the collateral circulation in coarcta- 
tion of the aorta. Most of the blood destined for the 
collaterals is carried by the subclavian arteries, the 
carotids playing little part in the anastomosis. The . 
intercostals, with the exception of the first two of each 
side, are the most important anastomotic bridges because 
of their communication below the level of the constriction 
with the aorta and above the constriction with the 
internal mammary, musculo-phrenic, superior epigastric, 
anterior spinal, and lateral thoracic arteries and the 
descending branch of the transverse cervical artery. The 
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anastomosis round the scapula also represents an 
important part of the collateral circulation. Another 
important bridge is from the subclavian to the femoral 
arteries by way of the internal mammary, superior and 
inferior epigastric, and external iliac arteries. The 
anterior spinal artery may carry blood from the vertebral 
to the intercostal and lumbar arteries. 

The intercostal arteries become dilated and tortuous 
and at the points of greatest tortuosity the rib becomes 
eroded. This erosion is not of the inferior margin of the 
rib as is usually taught but is of the posterior surface of 
the costal groove in which the artery lies. Disproportion 
between the size of the collateral vessels on the two sides 
often occurs and sometimes may serve as an aid in 
deciding the level of the coarctation. H. E. Holling 


683. Preoperative and Postoperative Studies of Intra- 
radial and Intrafemoral Pressures in Patients with Coarcta- 
tion of the Aorta 

G. E. Brown, O. T. CLaGett, H. B. BURCHELL, and E. H. 
Woop. Proceedings of the Staff Meetings of the Mayo 
Clinic (Proc. Mayo Clin.] 23, 352-358, July 21, 1948. 
2 figs., 2 refs. 


Intraradial and intrafemoral pulse waves were recorded 
by means of a hypodermic strain-gauge manometer in a 
series of patients with coarctation of the aorta. The 
characteristic findings were an increase in the systolic and 
diastolic pressures in the radial arteries, and a reduced 
systolic, though often with an increased diastolic, pres- 
sure in the femoral artery. The onset of the femoral 
pulse wave is often delayed. When the stenosed portion 
of the aorta was resected and an end-to-end anastomosis 
carried out the findings reverted to normal, but when the 
stenosed portion was excised and the subclavian artery 
anastomosed with the distal aorta the delay in the femoral 
pulse wave disappeared though the femoral pulse pressure 
was still reduced. The findings could not be correlated 
with the clinical response of the patient to the procedure. 

H. E. Holling 


684. The Effect of Dicumarol on the Heart in Experi- 
mental Acute Coronary Occlusion 

H. L. BLumaart, A. S. FREEDBERG, P. M. H. D. 
Lewis, and S. WessLeR. American Heart Journal 
[Amer. Heart J.] 36, 13-27, July, 1948. 4 figs., 11 refs. 


The administration of dicoumarol does not retard the 
healing process or the development of collateral circula- 
tion in dogs with experimentally produced myocardial 
infarction. R. T. Grant 


685. The Role of Thebesian Drainage in the Dynamics of 
Coronary Flow in Cases with and without Coronary 
Sclerosis. [In English] 

P. I. HALONEN and A. AHo. Acta Pathologica et Micro- 
biologica Scandinavica [Acta path. microbiol. scand.] 25, 
567-572, 1948. 15 refs. » 


Calf hearts and human hearts were perfused with saline 
and the amount of fluid reaching the various chambers 
was measured. It was found that drainage into the right 
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heart by way of the venae Thebesii was quite considerable, 
and this fact thus lends support to the hypothesis that a 
reversal of blood flow in these veins may transform them 
into auxiliaries to the coronary arteries whenever these 
are narrowed or occluded. No difference in Thebesian 
drainage was observed between normal hearts and those 
showing coronary sclerosis. R. Salm 


686. Treatment of Angina Pectoris by Infiltration of 
Procaine Solution Around the Superior Cervical Ganglion, 
(Jlesenne »a6bl pacTBopa 
HOBOKaHHa B OONaCTb BepxHero 
ckKoro y3ma) 

K. A. DryaGin. Meguunua [Klin. Med, 
Mosk.] 26, No. 5, 23-26, 1948. 8 refs. 


Infiltration of 30 ml. of 0-25% procaine solution into 
the neighbourhood of the superior cervical ganglion gave 
unexpectedly good results in 24 cases of angina pectoris; 
in 19 the attack was arrested at once and in 3 pain was 
greatly relieved. After 1 year, 8 out of 12 of these 
patients were still free from pain. A second infiltration 
in cases of relapse was less effective. No complications 
were observed. S. S. B. Gilder 


687. The Phenomenon of Skin Hyperalgesia in Angina 

E. V. Levinson. Mequunua [Klin. 
Mosk.] 26, No. 9, 47-55, 1948. 4 figs. 


In 145 patients with anginal pain, areas of cutaneous 
hyperalgesia were repeatedly mapped out with a view to 
evaluating their diagnostic significance and their relation 
to the results of treatment. Cutaneous hyperalgesia was 
most commonly present in the C2 to C4 and D1 to D5 
dermatomes, rarely in the C5 to C7 and D6 dermatomes. 
These zones were not static in any one patient but were 
liable to change if the irradiation of the pain changed. 
They were always present in patients whose attacks were 
frequent or prolonged, but were only found in 79% of 
the whole series. When patients were tested within 3 
days of an attack, areas of hyperalgesia were present in 
93%. Their disappearance is considered to be a valuable 
index to the success of treatment. S. S. B. Gilder 


688. Dicumarol Therapy in Acute Coronary Occlusion 
with Myocardial Infarction 

M. McCaLi. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 612-616, June, 1948. 2 figs., 
12 refs. 


From a study at the Beekman-Downtown Hospital, 
New York, of 71 patients with proven coronary throm- 
bosis the conclusion was reached that dicoumarol is a 
therapeutic agent of safety and value; it appears to be a 
preventive of thrombo-embolic phenomena in cases of 
acute coronary occlusion associated with myocardial 
infarction. Prothrombin estimations are essential for 
safe therapy, but if, in spite of these, haemorrhagic 
complications such as haematuria. occur, they will 
respond to intravenous administration of 60 mg. of 
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menadione. The dosage of dicoumarol is 300 mg. on the 
first day, with 200 mg., or less according to the pro- 
thrombin readings, daily for three or four weeks. 

G. F. Walker 
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689. X-ray Therapy of Essential Hypertension. 
(PexTreHoTepanua OonesHH KaK 


_ Tepanun) 


D. G. SHEFFER and B. P. KUSHELEVsky. Kmunn4ueckaa 
Menuuuna [Klin. Med., Mosk.] 26, No. 3, 23-31, 1948. 


An attempt was made to treat hypertension by applica- 
tion of x rays to the part of the nervous system which 
controls blood pressure—namely, the vasomotor centre. 
It is thought that the anterior and the posterior parts of 
the hypothalamus act antagonistically in the regulation 
of blood pressure. 

Of 65 patients treated, 53 improved. Patients treated 
were those who did not improve with rest and ordinary 
therapeutic measures within 10, 15, or 20 days, or those 
who had been under treatment for many years without 
success. Irradiation factors were: 180 kV, 4 mA, filter 
0:5 mm. Cu and 1 mm. Al. Four fields were treated: 
two temporal, one frontal, and one occipital. The dose 
was 72 r per session and per region. 

Results were tabulated as: great improvement, 
improvement, slight improvement, no effect, and dete- 
rioration, from both objective and subjective points of 
view. Most patients improved in every respect. In 
5 cases there was subjective improvement without lower- 
ing of blood pressure. In 5 cases the blood pressure was 
lowered without subjective benefit. In 7 cases there 
was no effect. In 3 cases the treatment had to be 
stopped, as the condition of the patients deteriorated. 
This reaction may pass off and, after a short period, 
treatment may be continued. Absence of subjective 
improvement may be due to hypertension, which is the 
result of disturbance of the peripheral neurovascular 
mechanism and not of central origin. The best results 
were obtained in patients with a history of less than one 
year. The most difficult periods to treat were the second 
and the third year. In patients with a 6 to 10 years’ 
history secondary arteriosclerotic changes had set in, 
cerebral manifestations were more pronounced, and the 
results were not so obvious; but x-ray therapy may be 
used in all cases and an improvement may be expected 
in most. 

In 53 cases headache either improved or disappeared 
altogether. In 18 out of 36 patients precordial pain 
either disappeared or was greatly ameliorated. Pre- 
cordial pain in hypertension may not always be due to 
the same mechanism, especially as the type of pain is not 
similar in alt cases. It may not only be due to spasm of 
coronary arteries but also have a thalamic origin. In- 


somnia improved in 10 out of 12 patients as a result of an 


effect on the centre for sleep in the region of the third 
ventricle, the posterior part of the hypothalamus, and the 
grey matter of the Sylvian aqueduct. In hypertension 
the disturbance of sleep is of central origin. 

As a result of these findings it is considered that hyper- 


tension is due to disturbances in the neuro-regulating 
mechanism of the hypothalamus and in its relation to 
higher centres. Although the hypophysis is irradiated 
as well, and the intracerebral pressure is lowered by de- 
crease in secretion of cerebrospinal fluid during irradia- 
tion, the primary effect of the x rays is on the cells of the 
hypothalamus. T. Guercken 


690. Treatment of Hypertension with Thiocyanates. 
(Jlevenue 6one3sHH 
TOM) 

F. A. LoxksHinA. Knunuyeckan Menuuuna [Klin. 
Med., Mosk.| 26, No. 5, 51-56, 1948. 9 refs. 


Thiocyanates (ammonium or potassium) were used to 
treat 50 cases of hypertension, patients being observed 
for from 2 months to 14 years. The initial dose was 0-1 
to 0-2 g., increased to 0-4 to 0-6 g. daily. Mean blood 
concentration with the latter doses was 4:5 to 5-5 mg. per 
100 ml. The effective dose varied greatly. Subjective 
improvement was noted in 45 cases, usually within the 
first week. Cerebral symptoms improved most. Blood 
pressure fell in 30 cases. Eye-ground changes were 
lessened in 11 out of -36 cases. Capacity for work 
increased. S. S. B. Gilder 


691. The Blind Spot in Hypertension. 

B. G. Tovsin. Knunuyeckan Menuuuna [Klin. Moll, 
Mosk.] 26, No. 9, 39-43, 1948. 2 figs. 


The study of the blind spot is considered to yield useful 
results in the diagnosis of early hypertension. The 
author examined by campimetry 69 eyes in 35 patients 
with early hypertension. Some control studies were 
carried out on normal eyes. In 67 of the 69 eyes there 
were definite deviations from the normal which fell into 
two groups: (1) significant increase in the extent of the 
blind spot; (2) irregularities in its contours, prolonga- 
tions taking the shape of knobs, teeth, and attenuated 
branches. Ophthalmoscopic examination revealed some 
changes in the fundus in 28 cases. S. S. B. Gilder 


(Cnenoe natHo 


692. Excessive Hypertension of Long Duration 
A. M. BurGcess. New England Journal of Medicine [New 
Engl. J. Med.) 239, 75-79, July 15, 1948. 10 refs. 


From patients seen in private consultation since 1914, 
100 consecutive patients were selected in whom hyper- 
tension (systolic pressure greater than 180 or diastolic 
greater than 100 mm. Hg) had existed for more than 8 
years. Of these 100 patients 90 had hypertension before 
1932, the remaining 10 had been first seen in 1934, 1935, 
or 1936. Only 3 patients were untraced at the time of 
the report and for them the data at their last recorded 
examination are used. Of the 100 patients 32 were 
between 28 and 50 years of age, 39 between 51 and 60,: 
and the remaining 29 between 61 and 77. The shortest 
duration of hypertension was 9 years, the longest 25 
years. In 1947, 53 patients were dead, 30 were in good 


health, 17 were incapacitated to a greater or lesser 
degree. A comparison of the actual duration of life with 
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the expected duration revealed that the living had an 
average expectation of 21-6 years and had actually lived 
16-9 years, while the dead with an expectation of 17-8 
years had lived only 14-2 years. Of the 32 patients aged 
28 to 50 years, 20 with an average highest blood pressure 
of 220/120 and an average lowest blood pressure of 
160/96 had mean life expectancy of 29-4 years with an 
actual duration of life of 18 years; the 12 dead patients 
had an expectation of 26 years but lived only 15 years. 
The 25 patients who had a systolic pressure of 250 mm. 
or higher at some time lived nearer the expected duration 
of life than those in whom there was no such rise, while 
5 patients in whom there were readings of over 300 had a 
duration of life slightly in excess of normal. In 50 
patients, the diastolic pressure was recorded as more than 
120 on one or more occasions; of these, 20 with an aver- 
age expectation of life of 24 years had lived 17-8 years 
while the 30 dead patients with an expectation of 21-7 
years had lived only 14-6 years, markedly less than the 
survival rate of the whole group. The effects of sex, 
age, and height of systolic and diastolic pressures had little 
effect on the actual duration of life, averaging for the 
various groups 15-9 to 19-1 years in the —_ and 14-2 
to 16 in those who had died. 

This study emphasizes the good prognosis in uncom- 
plicated, benign or pens hypertension. 

W. T. Cooke 


693. Continued Hypertension. Prognosis for Surgically 
Treated Patients 

R. H. SmitHwick. British Medical Journal [Brit. med. 
J.) 2, 237-243, July 31, 1948. 5 figs., 15 refs. 


It is necessary to turn to the U.S.A. for any large series 
of patients treated surgically for hypertension; the 
author describes his second series in this paper. The 
operations were performed in Boston, Massachusetts, 
and the author’s own lumbo-sacral technique was em- 
ployed. All of the 256 patients were suffering from 
continuous essential or malignant hypertension and had 
been operated upon at least 5 and at the most 94 years 
previously. 

The state of the cardiovascular system was evaluated 
before and after operation with particular reference to the 
cerebral, retinal, cardiac, and renal areas. Intravenous 
pyelography was carried out as a routine, and the blood 
pressure data were so far as possible obtained in a 
standard fashion. Male patients comprised 39-4% and 
females 60-6% of the series. The total mortality during 
the 5 to 9 year period of observation was 31-2%, the 
mortality among males being 34-3% and among females 
29-1%. The causes of death were cerebral, cardiac, renal, 
and miscellaneous, in that order, with a heavy preponder- 
ance in the very young and the older age groups. The 
prognosis became poorer as the degree of eyeground 
abnormality increased, and the same applied to the 
cardiovascular findings. The presence of arteriosclerosis 
was associated with a particularly poor prognosis. It 
had been previously noted that in a follow-up period of 
1 year to 5 years the blood pressure levels were lowered 
significantly in the majority of unselected patients, but 
in the period of 5 to 9 years this lowering is not main- 


tained and there has been a return of the pressure to 
pre-operative levels in 44% of cases. There was evi- 
dence, however, of the slowing up of the rate of progress 
of cardiovascular disease, and this may prove to be a very 
important accomplishment. Comparison with medical 
treatment is made as much as possible, but the major 
handicap is the absence of reliable and adequate medical 
statistics. Such comparisons as can be made at this time, 
while admittedly inadequate, suggest that surgical treat- 
ment has favourably altered the prognosis in many cases 
of continued hypertension and cardiovascular disease. 
H. T. Simmons 


BLOOD VESSELS 


694. Ecchymosis of the Abdominal Wall as an Early 


Diagnostic Sign of Dissecting Aneurysm of the Aorta 

R. GREEN and O. SAPHIR. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 216, 24-26, July, 
1948. 2 refs. 


In a patient in whom the findings indicated acute 
embolic occlusion of the iliac artery, the presence of 
ecchymosis of the abdominal wall suggested the diag- 
nosis of acute dissecting aneurysm of the aorta. This 


was confirmed at necropsy, the ecchymosis resulting from 


involvement of the deep inferior epigastric arteries. 
T. Semple 


695. Place of Intermittent Venous Hyperemia in the 
Treatment of Obliterative Vascular Disease 

M. H. Evoy and G. De Takats. Archives of Internal 
Medicine [Arch. intern. Med.} 81, 292-300, March, 1948. 
16 refs. 


Intermittent venous hyperaemia is indicated after acute 
arterial occlusion if embolectomy or sympathectomy is 
not feasible or after either procedure as post-operative 
treatment, and in patients with chronic arterial occlusion 
due to arteriosclerosis with and without diabetes, to 
syphilis, or to thrombo-angiitis . obliterans. Patients 


. with marked vasospasm, as in the earlier stages of 


thrombo-angiitis, are subjected by the authors to sym- 
pathectomy before the treatment is begun. The 
procedure is contraindicated in acute venous thrombosis, 
in lymphangitis, in severe arteriolar obstruction, and in 
the presence of frank gangrene. In addition, the treat- 
ment has been found useless for neuropathies, whether 
ischaemic or metabolic, causalgic states, and sequelae 
of frostbite and immersion foot. 

A hundred ambulatory patients with intermittent 
claudication and numbness and tingling of the toes, often 
associated with angina pectoris, were studied over a 
period of one year or more, the apparatus being used at 
home; 35 showed notable improvement with the treat- 
ment and 32 slight improvement. With less severe 


vascular obliteration and with longer periods of treat- 
ment, the results improved. Improvement was measured 
by noting walking ability and venous filling times. The 
rationale of the treatment is doubtful, but in addition 
to a small reactive hyperaemia a mechanical filling and 
stretching of the terminal vascular bed takes place during 


T. Semple 


the procedure. 
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Disorders of the Blood 


696. The Origin of Howell—Jolly Bodies and Cabot 
Rings. (L’origine des corps de Howell-Jolly et des 
anneaux de Cabot) 

G. DiscomBE. Sang [Sang] 19, 262-264, 1948. 2 figs.,’ 


refs. 


By the Feulgen—Rosenbeck technique, it appears that 
the chromosomes of erythroblasts contain two kinds of 
basophilic material. Thus, a layer of desoxyribose 
nucleic acid is adsorbed on the helicoidal chromosome, 
with another layer of basophilic material superficial to 
this. The latter is dissolved away in the Feulgen re- 
action, whereas Romanowsky stains colour the whole 
structure. When many abnormalities occur in the telo- 
phase, Howell—Jolly bodies are numerous in the peri- 
pheral blood, but Cabot rings are scanty. Howell— 
Jolly bodies are regarded as being chromosomes separated 
from the mitotic spindle; and, as Cabot rings are not 
visible by the Feulgen method, they must-consist of the 
same substance that forms the superficial layer of the 
chromosomes. A, Piney 


697. Mechanism of Erythrocyte Autoagglutination. 
(K Bonpocy 0 MexaHH3Me SpHTpo- 
UHTOB) 

B.S. SHKLYAR. Meguuuna [Klin. Med., 
Mosk.] 26, No. 1, 83-89, 1948. 9 refs. 


A review of the relevant literature and critical dis- 
cussion is followed by the description of 2 cases of ery- 
throcyte autoagglutination: 
suffering from nephrosis and liver cirrhosis; and (2) in 
a man, aged 60, with visceral syphilis and symptoms of 
Addison’s disease. In both cases the phenomenon was a 
true immune reaction due to the presence in the sera of 
both patients of specific erythrocyte-agglutinating anti- 
bodies. In these 2 cases specific agglutinins were not 
related in any way to cold agglutinins. H. P. Fox 


698. Megaloblastic Erythropoiesis. 


MeranoOnacTHOM 

O. B. MAKAREVITCH and S. G. LipMANOvITCH. Kuauuu- 
4eckan Menuunna [Klin. Med., Mosk.] 26, No. 1, 
76-83, 1948. 3 figs., 12 refs. 


(K sompocy o 


Histological and haematological studies of human 


embryos showed that megaloblastic erythropoiesis 


occurs during the first 3 months of embryonal life. 
After this the embryonic type of erythropoiesis is replaced 
by the normoblastic (post-embryonal) type. The first 
functional glands appear in the gastric mucosa of the 
human embryo during the first 3 months of intrauterine 
life. It is therefore suggested that the disappearance of 
megaloblastic erythropoiesis in the embryo is due to the 
activity of the glands in the gastric mucosa. A his- 
tological study of the gastric mucosa and erythropoiesis 


(1) in a man, aged 36, 


in the human embryo makes it seem possible that 
secretion of Castle’s intrinsic factor is due to the activity 
of the so-called accessory cells in the fundal portion of 
the stomach. H. P. Fox 


699. The Effects of £,8’-Dichlorodiethyl Methylamine 
Hydrochloride on the Blood Forming Tissues 
G. R. CAMERON, F. C. Courtice, and R. P. JONgs. 
Journal of Pathology and Bacteriology {J. Path. Bact.) 59, 
425-435, July, 1947. 7 figs., 4 refs. =~ 


The hydrochloride of £,8’-dichlorodiethyl methyl- 
amine, which is one of the so-called “‘ nitrogen mustards”’ 
having, like mustard gas itself, a marked action on 
haematopoietic tissues, has been used therapeutically in 
man in cases of Hodgkin’s disease, leukaemia, and new 
growths. This paper describes the changes occuring in 
the blood-forming tissues, the blood cell counts, and the 
production of blood cells after the administration of this 
substance to dogs and rabbits, intravenously or sub- 
cutaneously, the response being the same by either route. 
In both lymph nodes and spleen the chief histological 
change, detectable as early as 3 to 6 hours after a single 
administration of 2 to 3 mg. per kilo body weight, was a 
progressive necrosis of the germinal centres with infiltra- 
tion of polymorphonuclear cells; in bone marrow there 
was an early congestion of the sinusoids followed at 24 
to 72 hours by a depletion of myeloid tissue. In sur- 
vivors new haematopoietic foci appeared in marrow after 
a few days while the germinal centres of lymph nodes and | 
spleen returned to normal by the ninth day. 

Despite differences between the normal white cell 
counts of the dog and rabbit, the effect of a single 
injection of 2 to 3 mg. per kilo body weight of 8,p’- 
dichlorodiethyl methylamine hydrochloride was similar 
in both animals. After an initial rise in the neutrophil 
count there was a profound neutropenia (often to less 
than 100 per c.mm.) maximal on the third or fourth day. 
Lymphocyte, basophil, and eosinophil counts began to 
fall within the first few hours to a nadir about the fourth 
day, the degree of leucopenia being directly related to the 
dose. In the above experiments, even though the bone 
marrow was considerably damaged, there was no 
accompanying fall in the red cell count; however, when 
a leucopenia was maintained in rabbits by repeated small 
doses at 4 to 5 day intervals, there was a progressive 
anaemia, which was followed after injections had 
ceased by a reticulocytosis and a rise in the white and red 
cell counts. Confirmatory evidence of a reduction in the 
production of red cells was obtained; in normal rabbits a 
venesection of 28 ml. per kilo body weight is followed by a 
sharp reticulocyte response and granulocytosis; in those 
receiving nitrogen mustard, however, the reticulocyte 
response to haemorrhage was slight and much delayed. 
After cannulation of the thoracic duct, the numbers of 
lymphocytes in the lymph of dogs were estimated; the 
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lymph flow of those. dogs receiving the drug was less 
than half that of the controls, while the lymphocyte count 
of lymph was reduced about 6 times, indicating that the 
output of lymphocytes from the lymph nodes was greatly 
reduced. 

The action of this nitrogen mustard on the blood-form- 
ing organs is thus shown to be very rapid, and followed 
by an equally rapid recovery; though leucopenia is the 
most pronounced feature, there is generalized damage to 
the whole haematopoietic system. Both the transient 
nature of the damage and its widespread effect are 
considered disadvantages in its therapeutic application. 

A. C. Cunliffe 


ANAEMIAS 


700. Minkowski—Chauffard Disease. Jn vitro Haemo- 


lytic Property of «-agglutinins in a~Female Patient 
Suffering from Congenital Haemolytic Jaundice. (De 
zietke van Minkowski-Chauffard. Haemolyserend ver- 
mogen in vitro van «-agglutinine ener patiénte, lijdende 
aan congenitale haemolytische icterus) 

A. J. R. E. vAN SCHOONHOVEN VAN BEURDEN and 
P. D. M. J. MACHTELINCKX. Nederlandsch Tijdschrift 
voor Geneeskunde (Ned. Tijdschr. Geneesk.] 92, 1702- 
1710, June 5, 1948. 1 fig., 11 refs. 


A detailed case report is given of an 18-year-old female 
patient suffering from congenital haemolytic jaundice. 
The symptomatology was characteristic, but the follow- 
ing features deserve special attention. During a crisis 
there was a lymphocytosis (86°/) in the peripheral blood 
and in the sternal marrow (50%) and a blood cholesterol 
level of 77 mg. per 100 ml. Reticulocytosis was low, 
never more than 6°8%. The serum iron level was 165 
pg. per 100 ml. The blood group was Of, rhesus- 
positive (Rh,). There was a constant nocturnal haemo- 
siderinuria. The father and one brother of the patient 
also showed evidence of the disease. The blood serum 
of the patient had a haemolytic action on erythrocytes 
of the A, B, and AB groups, but not of the O group. 
Elimination of the «-agglutinin resulted in the disappear- 
ance of this haemolytic action. Heating during 30 
minutes at 56° C. had no influence; the haemolytic titre 
remained unchanged (1 in 64). A sample of serum with 
this haemolytic action lost this property one day after 
withdrawal. Addition of complement had no influence. 
Haemolysis did not occur when the serum was brought 
into contact with the patients’ own washed erythrocytes. 
No haemolytic antibody could be found. 

F. M. Meyers 


701. Experimental Haemolytic Anaemia. (Experi- 
mentele haemolytische anaemia) 

S. E. pe Vries. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 92, 2013-2023, July 3, 
1948. 7 figs., 14 refs. 


Following the work of Bergenham and Fahraeus a 
lysolecithin extracted from human blood serum was pre- 
pared. The technique used is as follows. Sufficient 
venous blood is taken to yield 20 ml. of clear serum after 


centrifugation. The serum is put for 24 hours in the 
incubator at 37° C. and is not touched or shaken during 
this period, in order to duplicate the endopause effect 
claimed by Bergenham and Fahraeus to increase the 
lysolecithin content. After 24 hours a ten-fold amount 
of 96% alcohol (200 ml.) is added. The mixture is 
shaken from time to time and filtered after half an hour, 
The filtrate is put into two dishes and placed in the 
incubator until the alcohol is evaporated. To each dish 
10 ml. of 96% alcohol is added; the residue is carefully 
ground and filtered. Dishes and filter are washed with a 
six-fold amount of ether. The preparation is kept in the 
ice-box overnight. The next morning the ether is 
decanted, and the residue is dried in the incubator for 10 
minutes and afterwards dissolved in 1 ml. physiological 
saline. The haemolytic effect of this preparation was 
shown in in vitro and in vivo experiments. Jn vitro 
one drop of the solution added to one drop of a suspen- 
sion of human erythrocytes induced an almost immediate 
haemolysis even of the erythrocytes of the donor of the 
serum. Microscopical examination revealed changes in 
the erythrocytes characteristic of spherocytosis. This 
activity was noted at room temperature, at 0° C. and at 
37°C. In the ia vivo experiments 1 ml. or more of the 
extract was injected intravenously into, 4 rabbits and a 
detailed blood examination was made. The injection 
was followed by anaemia, haemoglobinaemia, uro- 
bilinuria, reticulocytosis, increased osmotic fragility of 
the red cells, and micro-spherocytosis. These effects 
were transient but recurred after each fresh injection. 
Carl J. Gessler 


702. The Survival of Transfused Erythrocytes, with 
Special Reference to Cases of Acquired Haemolytic 
Anaemia 

P. L. MoOLLIson. Clinical Science (Clin. Sci.] 6, 137-172, 
July 17, 1947. 12 figs., 12 refs. 


In recent studies on the fate of transfused erythrocytes 
in man the differential erythrocyte agglutination method 
introduced by Ashby (J. exp. Med., 1919, 29, 267) has 
been used. The author has transfused fresh concen- 
trated suspensions of Group O donor erythrocytes to 
patients of group A or B and followed survival with the 
aid of powerful group O sera, enhancing accuracy by 
utilizing the “‘ zoning’ phenomenon; suitable Rh and 
MN type donors were also employed for a few group O 
patients. To perform the differential erythrocyte count, 
20 ml. of oxalated venous blood is mixed with 2 ml. of 
an optimal dilution of agglutinating serum in saline, and 
centrifuged after 1 hour. Mixing and then recentri- 
fuging is repeated 3 times, the large clumps are allowed 
to settle rapidly, and the non-agglutinated erythrocytes 
in a drop of the supernatant are estimated in the counting 
chamber. 

— Disappearance of transfused cells from the circulation 
is not always linear, particularly in certain haemolytic 
conditions; it is best to use graphs which can be analysed 
mathematically. Counts during the first 48 hours after 


‘transfusion are influenced by adjustments in circulatory 


volume. ; 
Normal erythrocyte survival was studied in 11 cases of 


roe ans s. 


asa 
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hypochromic anaemia, 3 convalescents, and 1 healthy 
subject. The usual point of calculation of 100% sur- 
vival was 24, 48, or 72 hours after transfusion. The 
graphs of survival were approximately linear, the average 
total survival time being between 100 and 120 days 
(71:1% at 30 days, 42-2% at 60 days, 16-3% at 90 days). 
Ina group of 6 cases of various chronic septic conditions 
and 2 of carcinomatosis, erythrocyte survival was also 
normal. Substantially normal survival was found in 2 
cases Of pernicious anaemia and 1 of nocturnal haemo- 


‘ globinuria, no mechanism for abnormal destruction of 


normal transfused erythrocytes being shown. In familial 
haemolytic anaemia, Dacie and Mollison (Lancet, 1943, 
1, 550) showed that erythrocytes from an active case, were 
rapidly eliminated after transfusion to a normal recipient, 
whereas normal donor erythrocytes survived normally in 
affected patients, thus supporting a view that abnormal 
erythrocyte formation is a fundamental feature of this 
condition rather than a destructive mechanism. The 
author extends the observations of Dacie and Mollison 
(Lancet, 1943, 1, 550) by showing that the osmotic 
fragility of normal erythrocytes remained normal after 
transfusion to a case of familial haemolytic anaemia, the 
survival also being normal. 

Cases of acquired haemolytic anaemia were divided 
into: (a) idiopathic and (6) symptomatic. Of the for- 
mer, the 4 patients were all middle-aged or elderly, 
and complained of several months’ weakness, dyspnoea, 
and pallor of slightly yellow tint. 
spleen, macrocytic anaemia with some spherocytosis, 
many reticulocytes, and increased osmotic fragility. 
Serum bilirubin content was increased and Schumm’s test 
positive. Haemolysins were absent. Only the history 
of good health for 40 years, and absence of family history, 
differentiated these from familial cases. 

In all cases, transfused erythrocytes were rapidly 
eliminated, with varying degrees of curvature of the 
slope. Rates of elimination varied, both between 
patients and between different transfusions in the same 
individual (in one instance 45% elimination had occurred 
after 9 hours). Two patients underwent splenectomy 
with benefit, the rate of elimination slowing. Although 
the blood count was normal after 2 years, increased 
fragility still persisted in these cases. Another patient 
recovered spontaneously, but a later case in a young boy 
was fatal, rapid elimination being unaffected by splenec- 
tomy. The results support the differentiation of these 
cases from familial haemolytic anaemia, and such 
separation is further justified by recent serological 
investigations (Boorman, Dodd, and Loutit, Lancet, 
1946, 1, 812). The curvilinear, exponential type of 
slope of elimination is well seen in these cases. 

Symptomatic haemolytic anaemias were encountered 
in pregnancy, advanced bilateral pulmonary tuberculosis, 
severe acute osteomyelitis, septicaemia following abor- 


tion, malaria with blackwater fever, and lymphadenoma. 


In all there was rapid elimination of transfused erythro- 
cytes during the anaemic state, survival being about 20 
days in most, with 2/3 survival after 30 days in the last 
case. The slopes of elimination showed both linear and 
curved forms. A case of rhesus incompatibility was 
also studied. J. C. White 


All had a palpable . 


703. Observations on the Hemopoietic Response of 
Persons with Tropical Sprue to Vitamin B,, 

T. D. Spies, G. G. Lopez, F. MILAngs, R. L. Toca, and 
B. CuLver. Southern Medical Journal (Sth. med. J.] 
41, 523-525, June, 1948. 8 refs. 


The effect of the new crystalline liver product, vitamin 
Big, is reported in 2 patients suffering from megaloblastic 
anaemia associated with tropical sprue admitted to the 
Callixto Garcia Hospital, Havana, Cuba. On the third 
‘day after a single dose of 0-008 mg. of crystalline vitamin 
Bi. injected intravenously, a definite symptomatic 
improvement was noted in each of the patients. There 
was also a satisfactory haematological response. The 
peak reticulocyte counts were 9 and 16% respectively, 
and the rises in the red cell counts by the tenth day were 
respectively 2,140,000 to 2,640,000 and 1,610,000 to 
2,010,000 per c.mm. L. J. Davis 


704. Activity of Microbial Animal Protein Factor 
Concentrates in Pernicious Anemia 

E. L. R. Stoxstap, A. PAGe, J. Pierce, A. L. FRANKLIN, 
T. H. Jukes, R. W. HENLE, M. Epstein, and A. D. 
Wetcu. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.} 33, 860-864, July, 1948. 10 refs. 


A non-motile bacillus isolated from hen faeces was 
found, when grown on simplified media containing no 
appreciable quantities of animal protein factor, to ~ 
produce a factor promoting the growth of chicks. 
Similar factors had previously been obtained from cow 
manure and from concentrated anti-pernicious anaemia 
extracts. 

A concentrate prepared from the growth medium was 
tested for therapeutic potency in a case of pernicious 
anaemia. Intramuscular doses of 1 ml. given daily for 
9 days resulted in a reticulocyte response of 20°6% on 
the tenth day, a prompt rise in the red cell count, and 
marked symptomatic improvement. Subsequent treat- 
ment with liver extract in high dosage produced a second- 
ary reticulocyte response of 6% and a continued rise in 
the red cell count. A second batch of concentrate 
prepared by clarification without precipitation by ammo- 
nium sulphate was tried in another case of pernicious 
anaemia. Daily doses of 1 ml. given intramuscularly 
caused a reticulocyte response of 9-7%, and a rise in the 
red cell count of 1,500,000 per c.mm. after 30 days of 
treatment. 

The folic acid content as indicated by Streptobacillus 
faecalis R assay was 0°5 yg. per ml. in the first concen- 
trate and 0-02 pp. in the second. L. J. Davis 


705. Pteroylglutamic Acid (Folic Acid). Therapeutic 
Indications and Limitations 

L. S. P. Davipson. Edinburgh Medical Journal [Edinb. 
med. J.] 55, 400-411, July, 1948. 32 refs. 


The biological activity of pteroylglutamic acid (PGA) 
and its related compounds is discussed and it is suggested 
that the fundamental defect in Addisonian pernicious 
anaemia is the inability of the patient to utilize pteroyl- 
heptaglutamic acid, possibly owing to inability to convert 
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it into pteroylglutamic acid. The therapeutic effects of 


PGA are described in 85 patients suffering from a variety 


of anaemias with and without thrombocytopenia or 
leucopenia. Haematopoietic response occurred only in 
association with megaloblastic anaemias, but the author 
is of the opinion that the drug should always be tried in 
the sprue syndrome even if the marrow is normoblastic, 
because alimentary symptoms and general health may 
improve even if there is no haematological response. 


PGA is not recommended for treatment of Addisonian. 


pernicious anaemia, owing to the danger of development 
of neurological complications, but it is the agent of choice 
in the treatment of megaloblastic anaemias and in cases of 
the sprue syndromes which show inadequate response to 
other treatment. A. Brown 


706. A Survey of the Treatment of Pernicious Anemia 
in Relapse. (A) Comparison of the Hematopoietic Re- 
sponse to Liver Extract and Folic Acid (L-casei Factor). 
(B) Limitations of the Reticulocyte Response as a Measure 
of Anti-pernicious Anemia Potency 

G. W. CLARK. American Journal of the Medical Sciences 
[Amer. J. med. Sci.| 216, 71-77, July, 1948. -4 figs., 7 
refs. 


This survey is based on the findings in 80 unselected 
cases of pernicious anaemia in relapse treated with 
parenteral liver extract, and 73 cases treated with folic 
acid (parenteral or oral). Only red cell counts and 
reticulocyte percentages are considered. Treatment was 
continued for 30 days and erythrocyte regeneration was 
found to be higher with liver extract than with folic acid. 
The studies on the reticulocyte peak were carried out on 
227 cases of pernicious anaemia in relapse in which liver 
extract was given, including 113 patients treated at one 
clinic with the same brand of extract. The expected 
reticulocyte peaks as calculated for the U.S.P. standard 
requirements proved to be too high, since these were 
attained in under 50% of cases. In practice, the reticulo- 
cyte peak is so widely variable at different initial red blood 
cell levels that it is not a fully satisfactory quantitative 
measure of the potency of anti-anaemia preparations. 

Douglas H. Collins 


707. Folic Acid Therapy. Its Effect as Observed in 
Two Patients with Pernicious. Anemia and Neurologic 
Symptoms 

S. D. Jacopson, L. BERMAN, A. R. AXELROD, and 
E. C. V. Heme. Journal of the American Medical As- 
sociation [J. ‘Amer. med. Ass.] 137, 825-827, July 3, 
1948. 2 figs., 8 refs. 


Two elderly patients suffering from Addisonian per- 
nicious anaemia in severe relapse with neurological com- 
plications gave satisfactory initial haematological and 
clinical responses to treatment with synthetic folic acid, 
which was given in relatively large daily doses, at first 
intramuscularly and later orally. After the patients were 
discharged from hospital treatment was continued with 
folic acid by mouth, 10 mg. daily; but in both cases the 
red cell count failed to rise above 4,000,000 per c.mm. 
by the fourth and second months respectively, at which 
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time the progressive neurological exacerbations began, 
In 1 case the dose of folic acid was increased to 25 mg. 
daily for a week, followed by 50 mg. daily for a second 
week; but this was without benefit, and liver therapy 
was then tried [the result of which is not stated]. In the 
other case the severity of the neurological manifestations 
made it expedient to change immediately to parenteral 
liver therapy, the results of which were excellent, both 
haematologically and neurologically. L. J. Davis 


See also Section Pharmacology, Abstract 506. 


708. Presence of Cobalt in the Anti-pernicious Anaemia 
Factor 

“E. L. SmitH. Nature (Nature, Lond.) 162, 144-145, July 
24, 1948. 5 refs. 


The red substance previously described, called in 
America vitamin B,., and thought to be the anti- 
pernicious anaemia principle, contains 4% cobalt, corre- 
sponding to a molecular weight of 1,600, which agrees 
with that found by x-ray crystallography. The molecule 
also contains three atoms of phosphorus. 

G. Discombe 


709. Vascular Occlusion and Ischemic Infection in 
Sickle Cell Disease 

P. KIMMELSTIEL. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 216, 11-19, July, 1948. § 
figs., 24 refs. 


The author describes a case of sickle-cell disease in an 
11-year-old child whose death followed cholecystectomy 
in sickle-cell crisis. Large foci of ischaemic necrosis were 
observed in brain, liver, and kidneys. No organic 
vascular disease was evident, and thrombi, in particular, 
were absent. A theory is advanced that relates the 
ultimate necrotic lesion to peripheral vasospasm accom- 
panying the rapid haemolysis at the crisis in sickle-cell 
disease. Douglas H. Collins 


710. Iron Metabolism in Anaemic Conditions. IV. 
Nonhaemoglobin Plasma Iron in Lesions of Erythrocytes. 
(O6meH AHEMHYECKHX COCTOAHHAX. iV. 
NNa3sMbl NpH 3sadoneBaHHAx 
KPacHOH KPOBH) 

L. A. BropovitcH. .Menuunxa [Kilin. 
Med., Mosk.] 26, No. 1, 66-76, 1948. 7 figs., 8 refs. 


Determinations of non-haemoglobin plasma iron were 
made in 8 healthy subjects and 120 patients. Prolonged 
dosage with iron-containing drugs may evoke in healthy 
persons an increase in non-haemoglobin iron, the level 
of which may rise to 217 and 446 jug. per 100 ml. (normal 
100 to 120 yg. per 100 ml.). In 20 cases of pernicious 


anaemia the average corresponding figures were 208 pg. 
(period of exacerbation of the disease) and 63 ug. (begin- 
ning of a remission); in 13 cases of essential hypochromic 
anaemia the values were 31 jg. per 100 ml. Detailed 
figures are also given in cases of anaemia due to chronic 
haemorrhage (16 to 77 yg.), hypochromic -anaemia of 
obscure aetiology (17 to 69 yg.), anaemia associated with 


73 oa cae 


typical. 
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cancer (18 to 59 jxg.), haemolytic anaemia (77 to 438 yg.), 


"splenomegaly (39 to 146 yxg.), and parenchymatous hepa- 


titis (54 to 298 yg.). The general conclusion is drawn 
that non-haemoglobin iron values of plasma are a good 
index of iron metabolism, and a specific index in some 
plood diseases, and may therefore be used for diagnostic 


purposes. H. P. Fox 
711. Anaemias Curable by Methionine. (Anémies 
*curables par la méthionine) 

Pp. CHEVALLIER, A. FAURE, and —. TREMBLAY. Sang 


[Sang] 19, 269-274, 1948. 5 refs. 


A mild form of “* idiopathic ’’ normochromic anaemia, 
resistant to iron and liver, is described as responding to 
1 g. of methionine daily but as relapsing when treatment 
js stopped. Clinically, pallor is only moderate but 
fatigue is extreme, and hair and nails may be lost. It 
does not seem that the clinical or haematological picture 
is sufficiently distinctive for diagnosis: failure with all 
ordinary remedies but success with methionine seems to 
be the only pathognomonic feature. A. Piney 
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712. Treatment of Thrombopenic Purpura with Massive 
Doses of Vitamin E. (El tratamiento de las purpuras 
trombopenicas mediante dosis masivas de vitamina E) 
X. VILANOVA and F. DE DULANTO. Revista Clinica 
Espafiola [Rev. clin. esp.| 29, 297-301, June 15, 1948. 
1 fig., 21 refs. 


Considering the great physiological activity of the 
vitamins, the authors do not see why they should not be 
of service in conditions other than “ vitamin-deficiency 
syndromes’. Skelton, Shute, et al. found that vitamin 
E had a favourable influence in dogs in which thrombo- 
cytopenic purpura had been induced by injection of 
diethylstilboestrol, and subsequently 5 patients with this 
disease reacted well after splenectomy had failed. The 
authors now report on the use of «-tocopherol in this 
disease, in a woman 46 years of age. Her symptoms were 
She was given the vitamin in large doses intra- 
muscularly, 50 mg. on the first day and thereafter 90 to 
100 mg. daily. The results were surprisingly good. 
Haemorrhages, which had been fairly general, ceased in 
3 days; general improvement was observable at the end 
of a week and the purpuric spots rapidly disappeared. 
The treatment, continued for 5 months, was well tolerated. 

Figures for the first blood examination were: red cells 
4,300,000, leucocytes 3,000, platelets 24,000 per c.mm., 
bleeding time 30 minutes, coagulation time 20 minutes; 
34 months later they were: red cells 4,500,000, leuco- 
cytes 3,800, platelets 110,000 per c.mm., bleeding time 
34 minutes, coagulation time 10 minutes; 9 weeks 
later the corresponding figures were: red cells 4,300,000, 
leucocytes 4,900, platelets 120,000 per c.mm., bleeding 
time 2 minutes, coagulation time 10 minutes. When this 
feport was written 6 weeks later, the amelioration was 
being maintained and there had been no more haemor- 
rhages. H. Harold Scott 


713. Diffuse Platelet Thromboses with Thrombocyto- 
penia and Hemolytic Anemia. (Thrombotic thrombo- 
cytopenic purpura) 

E. E. Murrueap, G. Crass, and J. M. HILL. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 18, 
523-532, July, 1948. 6 figs., 19 refs. 


The literature contains reports of 14 cases of this 
syndrome of acute, rapidly fatal, haemolytic anaemia, 
in which there were clinical signs of central nervoussystem 
involvement, and, at necropsy, multiple hyaline thrombi 
in the central nervous system and other tissues. The 
present account adds a fifteenth case in which a diffuse 
proliferative glomerulitis was found as well. 

The patient was a girl aged 14 years, and the total 
duration of the illness was 3 weeks. The onset was with 
transient paralyses and pyrexia. She was admitted after 
2 weeks and was moderately anaemic: red cells 2,700,000 
per c.mm.; haemoglobin 8-3 g. per 100 ml.; reticulocytes 
38-4%; platelets 87,000 per c.mm. Severe anaemia 
developed rapidly and there was bleeding from the gums 
and stomach. Five transfusions of 1,400 ml. of blood 
were given and on the ninth day splenectomy was per- 
formed. The patient died 4 hours after operation. 
Histological examination of tissues showed multiple 
hyaline thrombi in many organs; almost every thrombus 
was surrounded more or less completely by proliferating 
endothelial cells. In the kidney there was a proliferative 
glomerulitis involving every glomerulus seen, and some 
of the glomeruli contained hyaline thrombi as well. 

M. C. G. Israéls 


714. The Clotting Defect in Blood in Haemophilia. 
(Uber den Gerinnungsdefekt des hamophilen Blutes) 
W. Meter. Helvetica Medica Acta [Helv. med. Acta] 
15, 304-313, June, 1948. 4 figs., 18 refs. 


Oxalated plasma was prepared without contact with 
glass, and centrifuged for 10 minutes at 1,000 and at 
10,000 revolutions per minute (r.p.m.). Normal sub- 
jects and patients with haemophilia were studied. The 
clotting time after recalcification was longer in the plasma 
deprived of platelets by centrifuging at high speed than in 


’ that obtained by low-speed centrifuging. 


A thrombokinase preparation of acetone-dried brain 
was made and that quantity required to reduce the 
clotting time of normal plasma to 11 seconds deter- 
mined and called 100%. Dilutions of this quantity were 
added to normal and to haemophilic plasma centrifuged 
at 10,000 r.p.m., and the clotting time was determined. 
Over the range 12:5 to 0-13% thrombokinase, with 
normal plasma, the relation between the reciprocal of 
clotting time C, and the thrombokinase concentration T, 
is linear when plotted in logarithmic coordinates, so~ 
that 


log 1/C=k log T+A=-—log C 
where k and C are constants for any one plasma. 

With haemophilic plasma, a similar relation holds 
for thrombokinase concentrations above 0-52%, but at 
lower concentrations the clotting is unduly prolonged, 
suggesting that there is a thrombokinase deficiency 
in the haemophilic plasma. This deficiency may be 
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expressed quantitatively by drawing through the point 
where the curve of “‘ average normal” crosses the line 
0-13% thrombokinase a line parallel with the thrombo- 
kinase axis. This line will cut the line of the haemophilic 
plasma under test at a higher concentration of thrombo- 
kinase, and the difference between this and 0-13% is the 
thrombokinase deficiency. G. Discombe 


715. Experience with Antiheparin Compounds in 
Essential Thrombocytopenic Purpura 

T. W. Parkin, B. E. HALL, and C. H. WATKINS. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic [Proc. 
Mayo Clin.) 23, 309-316, July 7, 1948. 3 figs., 13 refs. 


Protamine-heparin titration studies were carried out 
on the blood of 5 normal persons and 3 persons with 
essential thrombocytopenic purpura. The procedure 
adopted was the same as that proposed by Allen ef al. 
(Science, 1947, 105, 388) except that the temperature was 
kept constant at 37°C. No significant difference in 
coagulation time was observed between the 2 groups. 
The authors consider that these tests are subject to error 
because protamines have different effects on the different 
phases of the blood-clotting mechanism. 

A case report is given of a patient with essential throm- 
bocytopenic purpura who received an intravenous injec- 
tion of protamine sulphate daily for 4 days, the doses 
being 15, 20, 35, and 50 mg. in 1% solution. Four days 
later toluidine blue was given in doses of 1 mg. per kilo 
body weight intravenously in physiological saline, 
followed by 2 further injections at intervals of 5 and 6 
days of twice this dose. About 2 to 3 hours were 
allowed for each injection of dye and towards the end of 
this time the patient experienced transitory mild nausea. 
The bleeding was not controlled by either of these sub- 
stances, nor was there any demonstrable change in the 
platelet count, bleeding time, or clot-retraction time. 
The patient was not discharged until transfusions of 500 
ml. of blood had been given 25 times. A. W. H. Foxell 


LEUKAEMIAS 


716. The Aetiology of Myeloid Leukaemia from the 
Point of View of Transplacental Transmission. (Die 
Aetiologie der myeloiden Leukimie vom Standpunkt 
der diaplazentaren Uebermittlung) 

C. KucHARICK. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 634-635, July 3, 1948. 
15 refs. 


Opportunities of observing newborn infants of mothers 
with -chronic myeloid leukaemia are very rare. The 
case is reported here of a child born of a mother in whom 
leukaemia had been diagnosed two years before confine- 
ment. The only abnormality in the blood of the newborn 
was erythrocytosis (7,350,000 erythrocytes per c.mm.). 
The numbers and types of leucocytes were normal. A 
certain degree of erythroblastosis and the high red-cell 
count were attributable to anoxaemia of the foetus 
caused by the mother’s anaemia (2,200,000 erythrocytes 
per c.mm.). From the fact that the infant did not suffer 
from leukaemia it is concluded that this affection is not 
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due to an excess of “* humoral leucopoietic *’ substances, 
On the other hand, it is possible that development of the 
disease might be prevented by the placenta or the 
organism of the newborn. G. Hemmler 


717. Blood Transfusion in the Treatment of Leuk. 
aemias. (Emploi de transfusions sanguines simples dans 
le traitement des leucémies) 

P. VALLERY—RADOoT, J. HAMBURGER, A. Domart, P, 
MILLIEZ, B. Dreyrus, and J. BARBIZET. Bulletins ¢ 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris| 64, 873-878, July 9, 1948, 


Reports by Bessis (Sang, 1948, 19, 45) of remissions jn 
acute leukaemia following exsanguino-transfusion, and 
by Dreyfus (Sang, 1948, 19, 35) who after studying the 
literature found that remissions might follow upon 
blood transfusions, led to the authors’ treating 14 patients 
with leukaemia by repeated blood transfusions, 300 to 
500 ml. of fresh blood of the same group (ABO and Rh) 
without anticoagulant being given 3 to 6 times weekly, 
In 6 out of 7 patients with acute leukaemia (also given 
600,000 to 1,000,000 units of penicillin daily) the course 
was uninfluenced. The seventh patient, with acute 
leukaemia following upon chronic lymphatic leukaemia 
of 3 years’ duration, was definitely improved. To the 
7 patients 92 transfusions were given without incident. 
In 4 patients with chronic myeloid leukaemia, all pre- 
viously treated by x rays, there was no effect except for 
transient correction of anaemia. Febrile reactions and 
splenic infarction led to cessation of this treatment in one, 
and death followed 8 hours after the eighth transfusion in 
another. Three patients aged over 60 with chronic 
lymphatic leukaemia previously untreated received 74 
transfusions, the only complication being a transient 
purpuric rash. Transfusion was beneficial in all three, 
the blood picture and general condition improving 
enough to allow them to return to active life. The 


_ marrow picture, splenomegaly, and lymphadenopathy, 


however, were unchanged. These results were inferior 
to those obtained with x-ray therapy. It is suggested 
that repeated transfusions might postpone the need for 
x-ray therapy and the inevitable development of radio- 
resistance. I. Ansell 


718. Temporary Remissions in Acute Leukemia in 
Children Produced by Folic Acid Antagonist, 4-Amino- 
pteroyl-glutamic Acid (Aminopterin) 

S. Farser, L. K. Diamonp, R. D. Mercer, R. F. 
SyLvesTeR, and J. A. Woirr. New England Journal of 
Medicine [New Engl. J. Med.] 238, 787-793, June 3, 1948. 
6 figs., 5 refs. 


The use of folic acid antagonists in the treatment of 
leukaemia was suggested by one of the authors conse- 
quent upon his observation that the leukaemic process 
appeared to be accelerated in patients suffering from 
leukaemia who had been treated with folic acid 
conjugates. Preliminary trials with the folic acid ant- 
agonists pteroylaspartic acid and methylpteroic acid were 
considered encouraging enough to justify further trials 
with more powerful antagonists. 
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The most powerful folic acid antagonist known to the 
authors—4-aminopteroylglutamic acid (aminopterin)— 
was administered intramuscularly to 16 children with 
acute leukaemia, and improvement resulted in 10 of them. 
Detailed clinical and haematological data of 5 of the 
children who responded favourably are given. Amino- 
pterin was shown to have a marked effect on the bone 
marrow and peripheral blood. The immature cells 
decreased, and in some cases the blast forms disappeared 
from the peripheral blood, in which the cell counts, 


. hemoglobin value, and platelet counts tended to return 


tonormal. Enlargement of the spleen, liver, and lymph 
nodes also disappeared in the cases where it was present. 
These effects were accompanied by general clinical 
improvement. As the therapeutic trials with amino- 
pterin did not last more than a few weeks, it is not 
claimed that the remissions are other than temporary. 
It is noteworthy, however, that 1 patient continued well 
for 43 days without treatment. It is stated that toxic 
effects, which include stomatitis, make the continued use 
of the drug impossible. To prevent stomatitis, crude 
liver extract or folic acid was given at the same time. 
The aminopterin was injected intramuscularly in daily 
doses of 0-5 to 1 mg. L. J. Davis 


719. Preliminary Results of Treatment of Acute 
Leucoses by Exsanguination-transfusions. (Premiers 
résultats du traitement des leucoses aigués par les ex- 
sanguino-transfusions) 

P. CroizAT, L. Revot, J. DURAND, R. CHABANON, and 
—. Lyon Meédical [Lyon méd.] 180, 477-485, 
July, 18, 1948, and 193-500, July 25, 1948. 5 figs. 


A report is given of 5 cases of acute leukaemia treated 
by exsanguino-transfusion, following the method of 
Bessis and Bernard (Sang, 1947, 18, 49). Briefly, the 
method consists of the almost complete replacement of 
the patient’s blood by fresh blood, with the idea that 
noxious substances may thus be removed and anti- 
leukaemic substances, of unknown nature, introduced. 
The replacement of 95% of the blood requires the 
infusion of an amount equal to 3 times the total blood 
volume. In every case, the blood picture and the 
myelogram became almost normal, while all clinical 
signs diminished or disappeared. Relapse and death 
were invariable, even although penicillin was given in 
order to diminish strain on the marrow due to inter- 
current infection. The longest remission, in this series, 
was for only about 3 months (Bessis has 1 case in which 
remission has persisted for nearly a year, with the 
patient in good health). , [The tables deserve study in the 
original.] A. Piney 
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720. Compression of the Spinal Cord Caused by Hodg- 
kin’s Disease. Case Reports and Treatment 

M. J. SmirH and K. W. STENstRoM. Radiology [Radio- 
logy] 51, 77-84, July, 1948. 20 refs. 


Out of 305 patients from the University Hospitals, 
Minneapolis, Minn., with Hodgkin’s disease 11 developed 
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compression of the spinal cord. X-ray examination of 
the spine revealed bone changes in 5 cases, while myelo- 
graphy showed a spinal block in 3 cases. The presence 
of an epidural mass was confirmed in 8 cases by operation 
or at necropsy. Patients in whom paresis developed were 
treated by laminectomy; all the patients were given 
x-ray therapy. As a rule three fields were used—one 
posterior and two (right and left) posterior oblique, all 
centred over the affected segment of the spine. To each 
of the three fields 1,200 r was given in daily doses of 200. 
to 300 r. The factors were 220 kV, 60 to 70 cm. skin- 
focus distance, 1 mm. Cu plus 1 mm. Al filters, with a 
half-value layer of 1-7 mm. Cu. In 6 of the 11 cases. 
there were satisfactory clinical remissions. A. Orley 


721. Experiences in the Treatment of Hodgkin’s. 
Disease and Leukaemia with Mustard Gas Compounds.. 
(Erfahrungen bei der Behandlung von Lymphogranulom 
und Leukamie mit Senfgasverbindungen) 

A. ALpeR. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 729-732, July 31,1948. 3 figs. 


Nitrogen mustard has been shown to have a powerful 
nucleotoxic action in the human body; it decreases the 
number of mitoses and causes abnormal chromosome 
formation. Administration is by intravenous injection 
in doses of 2 to 5 mg. on alternate days. Because of its. 
great tendency to cause endothelial damage with sub- 
sequent thrombosis, it is best administered in drip infu- 
sion or as a rapid injection well mixed with the patient's - 
blood, injection being followed by immediate elevation of 
the arm. Three to five hours after the injection, nausea, ~ 
vomiting and expectoration may occur in some cases. 
Eight cases of Hodgkin’s disease and two of chronic 
myeloid leukaemia were treated. There was a rapid fall 
in the white cell count, the myeloblasts and promyelo- 
cytes being most sensitive. There was also a decrease 
in the size of the lymph nodes, spleen, and liver. Nitro- 
gen mustard compared in efficacy with x-ray treatment. 

Harold Jarvis 


722. Eosinophilia and Itching in Hodgkin’s Disease. 
(Die Eosinophilie und das Hautjucken bei Lympho- 
granulomatose) 

O. WAGNER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 745-746, July 31, 
1948. 


The clinical diagnosis of Hodgkin’s disease may be 
made not only on the enlargement of lymph nodes, 
spleen, and liver, and the typical temperature chart, but 
also on the presence of eosinophilia and itching. 

In 36 typical cases of Hodgkin’s disease, 28 confirmed 
by biopsy examination of lymph nodes, the incidence of 
itching and eosinophilia was studied. Eosinophilia was 
investigated not only in the blood but also in excised 
lymph nodes. The eosinophil count in blood was 
above normal in 13 cases (figures varied between 6 and 
25%); this was not related to leucocytosis. There was 
tissue eosinophilia in 15 cases, and this was not related to. 
blood eosinophilia. Although 13 patients complained 
of itching, only 5 of these had an eosinophilia in the 
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blood, but 8 had a tissue eosinophilia. The symptom 
and the eosinophilia would appear to have an allergic 
origin. . Harold Jarvis 


723. Preliminary Experiences with Nitrogen Mustard 
(Methyl-bis-8-chloroethylamine) in Lymphogranuloma, 
Lymphosarcoma and Chronic Lymphatic Leukaemia. 
(Vorlaufige Erfahrungen mit Nitrogen-mustard ”’ 
(Methyl-bis-8-chloro-aethylamin) bei Lymphogranulom, 
Lymphosarkom und chron. lymphatischer Leukamie) 

C. BorszTeyn. Praxis [Praxis] 37, 408-411, June 3, 
1948. 2 figs. 


Ten patients were treated with nitrogen mustard, 
methyl - bis(8 - chloroethyljamine. The daily dosage 
varied between 0-06 and 0-09 mg. per kilo body weight. 

- The drug was given daily in 5 cases, while in the other 
cases intervals of one or two days were interpolated. 
The total dose varied between 8 and 67 mg. The intra- 
venous route was used, in most cases with the drug in a 
1,000 ml. glucose-saline infusion. Local venous throm- 
bosis proved to be a troublesome, though not dangerous, 
complication. The leucocyte count fell considerably in 
all cases, though in no case did the haemoglobin level fall 
appreciably. Of 6 cases of lymphogranulomatosis 1 
was not affected, but in 3 there was an outstanding 
effect. One patient with lymphosarcomatosis showed a 
slight regression of the lymph-node tumours, while in 2 
other cases there was no effect. In one case of chronic 
lymphatic leukaemia a steep fall in the leucocyte count 
occurred, while the enlarged lymph nodes and spleen 

. responded but little. The drug is a valuable acquisition 

to the therapeutic armamentarium in cases of generalized 
lymphogranulomatosis. R. Landolt 


724. Hodgkin’s Disease—1832-1947 

H. A. Hoster, M. B. DraTMAN, L. F. CRAveER, and 
H. A. RoLnick. Cancer Research [Cancer Res.] 8, 
1-48, and 49-78, Jan. and Feb., 1948. Bibliography. 


725. The Neutropenic Splenomegalies. 
mégalies neutropéniques) 


spléno- 


J. MALLARME. Acta Haematologica [Acta haematol., 


Basel] 1, 109-125, 1948. 3 figs., 13 refs. 


The author gives sketchy details of 4 personal cases 
which have been reported more fully elsewhere (Sang, 
1947, 18, 141). The rest of the article is a review of 
splenic neutropenias in which he draws freely on Ameri- 
can sources. He stresses the fact that exacerbations of 
the neutropenias are common and often accompanied by 
pyrexia and bucco-pharyngeal ulcerations. Sometimes 
red cell and. platelet counts are reduced, and the syn- 
drome may be observed in “* secondary ’’ splenomegalies. 
One of the author’s cases responded to antimalarial 
treatment and the neutrophil count increased as the spleen 
decreased in size. X-ray therapy may cause a reduction 
in the size of the spleen and an improvement in the blood 
picture and, in contrast to current Anglo-American 
opinion, the author believes that it should always be 
given a trial before proceeding to splenectomy. Mainly 
on the basis of splenic pathology, he accepts the view that 
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the syndrome is due to a depression of white cell matura- 
tion in the bone marrow rather than neutrophil destruc. 
tion by the spleen: P. C. Reynell 


HAEMATOPOIETIC SYSTEM 


726. Treatment of Multiple Myeloma with “ Stilbamj- 
dine ’’. Clinical Results and Morphologic Changes 

I. SNAPPER. Journal of the American Medical Associa. 
tion [J. Amer. med. Ass.| 137, 513-516, June 5, 1948. 
6 refs. ' 


This paper records results of treatment of multiple 
myeloma in 35 patients, 12 of whom had had treatment 
for more than 1 year. “ Stilbamidine”’ is usually given 
intravenously ; the first dose is 50 mg., the second 100 mg,, 
and third and subsequent doses are 150 mg. A total of 
15 to 20 doses is needed for alleviation of the pains, 
Stilbamidine should not be autoclaved or filtered but 
dissolved directly in sterile distilled water. If intravenous 
injection is impossible the drug can be given intra- 
muscularly through a long fine needle and the dose 
should be dissolved in 5 ml. of 2% procaine solution, 
Before treatment is begun, renal function should be 
checked and the blood urea estimated weekly during 
treatment; stilbamidine must not be given to patients 
with poor renal function, except in reduced doses, 
Normally the drug is given daily, but if there is Bence- 
Jones proteinuria doses should be given on alternate 
days, and if renal function is seriously damaged the drug 
can be given only twice a week. Diet must be con- 
trolled and should be poor in animal protein, since experi- 
ments suggest that nucleic acids and arginine have a 
neutralizing effect on the stilbamidine. A neuropathy 
associated with stilbamidine treatment takes the form of 
a dissociated anaesthesia in the area of distribution of the 
trigeminal nerve; this lesion appears 1 month to 3 months 
after treatment has been stopped and has occurred 
frequently among the patients treated. The neuropathy 
** does not disturb the patients too much ”’. 

In 80% of the 35 patients pain was relieved. Most. 
patients suffer relapses within 12 months and relapses 
are only partially remedied by further stilbamidine 
treatment. The disease is only temporarily arrested and 
Bence-Jones proteinuria and serum-protein changes, if 
present, are not affected. Of the 12 patients who had 
had treatment for more than 1 year, 4 had died, and 
5 were ambulant in a satisfactory condition. Five of 
the 8 survivors had lived for from 3 to 34 years since 
diagnosis, and 1 had survived for 6 years. 

After a total of 1,000 to 1,200 mg. of stilbamidine has 
been given, basophilic inclusién bodies appear in the 
cytoplasm of the myeloma cells of the bone marrow 
in some patients. They develop only in those patients 
who have either hyperglobulinaemia or Bence-Jones 
proteinuria or both. Histochemical examination with 
Romanowsky stains, pyronine, and toluidine blue and 
by the use of fluorescence and transmitted ultraviolet 
light shows that these “ inclusion bodies ”’ contain ribo- 
nucleic acid and stilbamidine. It is suggested that stil 


bamidine has a specific affinity for the abnormal nucleo 
proteins of the myeloma cells. 


M. C. G. Israéls 
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_haemoptysis, and chest pain. 


July, 1948. 


Respiratory Disorders 


Chronic Nonspecific Suppurative Pneumonitis. 
A Report of Ten Cases 

R. D. KERSHNER and W. E. Apams. Journal of Thoracic 
Surgery (J. thorac. Surg.) 17, 495-513, Aug., 1948. 6 figs., 


8 refs. 


The authors describe 10 cases of a chronic inflam- 
matory condition of the lung which they consider to be a 
definite entity. It was characterized by a very insidious 
onset and the chief symptoms were productive cough, 
Radiographs revealed 
diffuse infiltration of various-lung areas, sometimes with 
atelectasis [the distribution is often segmental], but 
cavitation did not occur. Bronchography showed 
“blunting” of the bronchi but no dilatation, but bron- 
choscopy revealed only inflammation. 

The insidious onset and chronic course, together with 


the absence of tubercle bacilli from the sputum, serve to — 


differentiate this condition from lung abscess, bronchi- 
ectasis, and tuberculosis. It may be impossible to 
distinguish from bronchial carcinoma without surgical 
exploration, and even at operation the diagnosis may 
still be in doubt. Medical treatment, including postural 
drainage, chemotherapy and rest in bed, was unsuccess- 
ful; there were remissions but the disease always pro- 
gressed. Nine of the 10 patients were eventually treated 
surgically, 2 by drainage and 7 by resection (lobectomy 
in 5, pneumonectomy in 2). There was one post- 
operative death from pneumonia; all the other patients 
recovered completely but the length of illness and need 
for multiple operations after drainage make resection the 
treatment of choice. Failure to differentiate this con- 
dition from carcinoma is a further indication for re- 
section. 

The histological picture was one of chronic interstitial 
pneumonia and fibrosis, with patchy atelectasis and 
endarteritis. Thorough bacteriological investigation gave 
inconclusive results and no specific or predominant 
organism common to all cases could be found. 

A. F. Foster-Carter 


728. Congenital Alveolar Dysplasia. A Developmental 
Anomaly Involving Pulmonary Alveoli 

H. E. MACMAHON. Pediatrics [Pediatrics] 2, 43-57, 
16 figs., 2 refs. 


The term congenital alveolar dysplasia is used to 
designate a condition readily confused with neonatal 
atelectasis. Macroscopically the lungs affected by this 
condition are well formed. They are larger than usual, 
are unduly firm, rubbery, and red. When placed in 
water the whole lung may float or remain suspended 
below the surface of the water; snippings may sink or 
float. Microscopically, the lung is seen to be composed 
of highly vascularized interalveolar mesenchymal tissue, 
a diminished number of alveoli, and many over-distended 


alveolar ducts. Superficially the histological picture may 
resemble that of an immature lung of the fourth or fifth 
month of gestation. In immature lungs there are few 
alveoli; these are evenly distributed and their walls are 
thick and lined by cuboidal epithelial cells. In con- 
genital alveolar dysplasia the alveoli are not evenly dis- 
tributed nor are they lined by cuboidal cells; instead, 
they are bordered by richly vascularized mesenchymal 
tissue interrupted here and there by inconspicuous nests 
of flattened epithelial cells. The picture may vary from 
field to field, particularly when it is complicated by 
atelectasis, congestion, oedema, haemorrhage or in- 
flammation. It is suggested that the condition is an 
expression of retardation in normal alveolar development. 
It may lead to death by asphyxia, and children who sur- 
vive are unusually susceptible to pneumonia. 

[This condition will have been seen many times by 
pathologists familiar with neonatal necropsies. The 
concept of congenital alveolar dysplasia as -an entity 
distinct from atelectasis (using the term in the sense of 
unexpanded lung) is suggestive and valuable, but further 
review of neonatal material will be necessary before the 
distinction can be considered established. It would be 
of interest to know what proportion of infantile lungs 
shows this condition. The author states: ‘* there have 
been times when the clinical diagnosis of atelectasis has 
been an inadequate explanation for death’. Atelec- 
tasis, like prematurity, is rarely a primary cause of death 
in an infant, since a cause for the atelectasis can often be 
found, and it must be remembered that in normal infants 
the lung often takes several days to expand fully (Smith, 
The Physiology of the Newborn Infant, 1945). If, how- 
ever, the condition of congenital alveolar dysplasia can 
be distinguished it may afford an explanation for those 
cases in which “ atelectasis ’’ has seemed the only possible 
cause of death.] F. A. Langley 


729. The Treatment of Inoperable Bronchiogenic Car- 
cinoma with Methyldis 


E. F. Skinner, D. Carr, and W. E. DENMAN. Journal 
of Thoracic Surgery [J. thorac. Surg.) 17, 428-438, Aug., 
1948. 4 refs. 


Methyl-bis (f-chloroethyl)amine hydrochloride is a 


‘nitrogen mustard derivative with a toxic action upon 


rapidly growing cells. The drug acts both on cancer 
cells and on the cells of the bone marrow. It is ex- 
tremely toxic and the aim of treatment is to administer 
enough to stop the growth of the carcinoma cells but 
not enough seriously to depress the bone marrow; the 
margin of safety is very small. 

Seventeen examples of bronchial carcinoma treated 
with this drug are described; histological proof was 
obtained in all cases. The authors stress that the effect 
is palliative and not curative, and that the drug should 
only be used in cases unsuitable for surgery. As a result 
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of the treatment, nearly all the patients gained in strength 
and weight, and had considerable relief from pain. 
They were able to continue at work until almost the 
terminal stage of the disease and when the end came it 
was usually rapid and painless. Radiography rarely 
revealed any decrease in the size of the tumour but it 
often ceased to enlarge for a time. In this small series 
there was no evidence that a combination of the nitrogen 
mustard with deep x-ray therapy was more effective than 
the drug alone. Nausea, vomiting, and anorexia were 
common during treatment with nitrogen mustard but less 
so than with deep x rays; these symptoms were alleviated 
by a daily hypodermic injection of 100 mg. of pyridoxine 
hydrochloride. 

The patient should have a generous diet including 2 
pints (1-3 litres) of milk daily and plenty of protein. A 
multiple vitamin preparation and iron are also indicated. 
An intravenous injection of 0-1 mg. of the drug per kilo 
body weight is given once a day for 4 days. Immediately 
after each injection, 10 ml. of sterile saline is injected 
through the same needle to prevent thrombosis. This 
course of treatment may be repeated every 2 to 3 months, 
but continued large doses of nitrogen mustard cause 
complete aplasia of the bone marrow. A blood count 
should be carried out every 2 weeks; between 10 and 
20% of the patients will need blood transfusion. 

A. F. Foster-Carter 


730. Bronchial Adenoma 

C. R. Soupers and J. W. KinGsLtey. New England 
Journal of Medicine [New Engl. J. Med.] 239, 459-466, 
Sept. 23, 1948. 7 figs., 18 refs. 


731. Bronchopulmonary MHypogenesis: Clinical and 
Roentgenologic Features in the Adult, with long Follow 
up Observations . 

L. SCHNEIDER. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 215, 665-670, June, 1948. 
6 figs., 13 refs. 


Two cases of bronchopulmonary hypogenesis which 
were followed up for more than 15 years are described; 
the likelihood of confusion with atelectasis or advanced 
pulmonary tuberculosis is emphasized. [The description 
of the bronchial anatomy in both cases is unfortunately 
far from clear, and the bronchograms reproduced give 
little information.] J. W. Litchfield 


732. Pulmonary Edema. A _ Correlation of X-ray 
Appearance and Physiological Changes 

W. A. GoopricH. Radiology [Radiology] 51, 58-65, 
July, 1948. 6 figs., 9 refs. 


The causative factors of pulmonary oedema are in- 
creased intracapillary hydrostatic pressure, decreased 
osmotic pressure of the blood, and increased capillary 
permeability. The paper discusses these, and illustrates 
cases of pulmonary oedema’ seen in association with 
heart failure, nephritis, and excessive parenteral intake 
of fluid. The shadows produced by pulmonary oedema 
are characterized by their diffuseness, by the relative 
clearness of the apices and bases of the lungs, by the 


tendency of the shadows to vary in size and site at succes. 
sive examinations, and by an enlargement of the vascular 
shadows and of the shadow of the heart. A. Orley 


733. A Demand Valve for the Administration of Aerosols 
of Penicillin and Streptomycin 

M. S. SEGAL, L. LEGINSON, and J. F. BEAKEY. Diseases 
of the Chest [Dis. Chest) 14, 386-395, May-June, 1948, 
4 figs., 22 refs. 


The authors describe a simple demand valve for use in 
aerosol inhalation therapy to avoid waste during the 
expiratory phase. The principle of the valve is that 
during inspiration there is a negative pressure in the 
nebulizer, and this, acting through a tambour rubber 
diaphragm, within which there is a helical phosphor. 
bronze spring, presses a screw valve plug into the main 
oxygen tube to the nebulizer. On expiration the screw 
valve plug opens and oxygen no longer passes through 
the nebulizer. 

The authors state that the valve is satisfactory in 
practice, and that it is sturdy “ in construction ”’ and in- 
expensive. J. L. Livingstone 


734. Functional Pulmonary Changes Following Broncho- 
graphy 

W. A. Zavop. American Review of Tuberculosis [Amer, 
Rev. Tuberc.] 57, 626-631, June, 1948. 2 figs., 2 refs. 


Fifty patients undergoing diagnostic bronchography 
were studied spirometrically before and afterwards. The 
patients were unselected and were suffering from chronic 
bronchitis (19), bronchiectasis (9), asthma (6), and a 
variety of other chest diseases. In no case was there 
extensive lung destruction, and most patients had 
moderately good lung function. Spirometric studies were 
carried out every morning at the same hour for 5 days. 
Bronchography was performed on the sixth day. All 
lobes of both lungs were outlined with 20 ml. “* lipiodol ”, 
instilled intratracheally through a catheter. The left 
lung contained 9 ml. and the right lung 11 ml. 

The results showed that in the preliminary period there 
was a comparatively wide daily fluctuation of oxygen 
consumption and minute volume, while the vital capacity 
and amounts of complementary air, tidal air, and reserve 
air were fairly constant. Furthermore, volumes of com- 
plementary air and tidal air are reciprocal and their 
sum gave a daily value that was still more constant. 

In 80% of the patients there was an appreciable loss of 
vital capacity and in nearly 100% a loss of reserve air one 
hour after bronchography. Only about 70% of the 
patients showed a loss of complementary air plus tidal 
air. It was calculated that there was 2-5% loss of vital 
capacity with a vital capacity of 4,000 ml. The chief loss 
of pulmonary function was in the reserve air. This is 
accounted for by the fact that a layer of oil on the walls of 
the smaller bronchi may reduce their lumina during forced 
expiration so that considerable air may be trapped behind 
them. 

Five days after bronchography, all patients in the 
series showed a complete return of the pulmonary 
function to the previous level. L. E. Houghton 


Digestive 


735. Deep Necrotic Foci in the Gingiva 
H. G. Ray and B. ORBAN. Journal of Periodontology 
J. Periodontol.] 19, 91-97, July, 1948. 6 figs., 9 refs. - 


The authors examined biopsy material from the gums 


* of 110 patients. Details of the clinical condition of the 


patients and the number in whom deep foci of necrosis 
were found are given in the following table. 


ie ie Number of | Number with 

Clinical Condition Patients | Necrotic Foci 
Healthy .. 10 9 
ant .. 30 23 
Diabetes mellitus. . oe 30 19 
Various diseases . . re 40 24 
Total 110 75 


This incidence of 75 out of 110 is surprisingly high. It 
appeared that the foci were caused by the diffusion of 
toxic substances (either bacterial or arising from the 
degeneration of surface cells) from the gingival pocket. 
Deep foci are significant because the toxins can be 
absorbed direct into the blood stream and may increase 
the formation of substances like necrosin which can lead 
to local degeneration in many organs such as the liver, 
kidney, and heart. Therefore treatment, to be complete, 
must include the elimination of necrotic foci and the 
prevention of their recurrence. D. Robertson-Ritchie 


736. The Effect of Insulin on Motility of the Stomach fol- 
lowing Bilateral Vagotomy 

M. FELDMAN and S. Morrison. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 15, 175, June, 
1948. 3 refs. 


Fluoroscopic examination of 5 dogs 5 hours after the 
injection of 20 units of insulin showed complete empty- 
ing of the stomach, with all the barium in the large 
intestine. This, it is claimed, confirms previous obser- 
vations that insulin stimulates gastric motility. [No 
mention is made, however, of the rate of emptying of the 
stomach in controls not receiving insulin.] On the other 


hand, it was found radiologically that after bilateral sub- 


diaphragmatic vagotomy in 5 dogs the inhibition of 
gastric motility was increased by the subcutaneous in- 
jection of 20 units of insulin; in addition the gastric tone 
was diminished, as shown by. increased retention and 
greater dilatation of the stomach. Since the insulin 


appeared to act through the vagi, the authors, who report * 


from the University of Maryland School of Medicine, 
Baltimore, suggest that a radiological test might be used 
to determine the presence of uncut vagal fibres after 
vagotomy, by observing the response of the stomach to 
insulin; this would be simpler than Hollander’s test, 
based on the production of hypoglycaemia. In an 


M—P 
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addendum, however, it is stated that the subcutaneous 
injection of 40 units of insulin had no noticeable effect 
on the gastric motility in 2 human patients subjected to 
bilateral subdiaphragmatic vagotomy. Wilfrid E. Hunt 


737. The Effect of Tetta-ethy! Ammonium Chloride on 
Gastric Secretion and Acidity in Peptic Ulcer 

J. M. Ferrer. Surgery, Gynecology and Obstetrics (Surg. 
Gynec. Obstet.) 87, 76-78, July, 1948. 10 refs. 


Tetraethylammonium chloride has a_nicotine-like 
action inasmuch as it blocks both the sympathetic and 
parasympathetic autonomic ganglia. It reduces both 
gastric motility and secretion. The author investigated 
its effect on the 12-hour nocturnal secretion of 16 
patients with peptic ulcers (11 duodenal, 3 anastomotic, 
and 2 gastric). The substance was injected intra- 
muscularly at 4- or 6-hourly intervals in doses of 17-9 to 
21-6 mg. With the 4-hourly injections, only in 1 patient 
was there no reduction in volume and acidity. With the 
6-hourly injections 1 patient did not respond, and in 2 
patients gastric secretion decreased but free and total 
acidity rose. R. Schneider 


738. The Variability and Periodicity of the Nocturnal 
Gastric Secretion in Normal Individuals 

E. Levin, J. B. KirsNer, W. L. PALMER, and C. BUTLER. 
Gastroenterology [Gastroenterology] 10, 939-951, June, 
1948. 6 figs., 9 refs. 


This paper, with the succeeding one (Abstract 739) 
comes from the Department of Medicine, Chicago Uni- 
versity, and provides an important study of the con- 
tinuous night secretions of the stomach in normal sub- 
jects and in patients suffering from duodenal ulcer. The 
first comprises an analysis of 50 tests carried out on 33 
healthy individuals; the technique is as follows. A fluid 
meal of broth and orange-juice was given at 5.30 p.m., 
after which no food or fluid was allowed; a Levine tube 
was passed nasally under fluoroscopic control into the 
stomach, which was completely’ emptied. Continuous 
suction was then begun, and maintained until 8.30 the 
following morning. If duodenal regurgitation occurred, 
specimens were discarded, otherwise they were collected © 
hourly for 12 hours, and the volume, free acidity, and 
total output of hydrochloric acid in milligrammes esti- 
mated in each sample. 

The results showed that, though the nocturnal gastric 
secretion was continuous, considerable spontaneous 
variations occurred in the same individual both from 
hour to hour and from night to night, and also from in- 
dividual to individual. In contrast to this, the acid 
secretion was not continuous in all cases, and periods of 
anacidity lasting up to 5 hours occurred in 10% of the - 
cases, and in only 30% of them was acid present through- 
out the entire night. Acid secretion varied considerably 
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from night to night in the same individual. The average 
volume for the night secretion for the whole group was 
581 mL, the average free acidity 29 clinical units, and the 
average output of hydrochloric acid 661 mg. In the 
majority of cases the volume and output of hydrochloric 
acid were significantly higher in the first 6 hours of the 
night than in the last 6. Thomas Hunt 


739. A Comparison of the Nocturnal Gastric Secretion 
in Patients with Duodenal Ulcer and in Normal Individuals 
E. Levin, J.-B. KirsNer, W. L. PALMER, and C. BUTLER. 
Gastroenterology [Gastroenterology] 10, 952-964, June, 
1948. 6 figs., 8 refs. 


This paper is directly comparable with the first 
(Abstract 738), the technique employed being the same. 
The main differences between the normal and the 
duodenal ulcer series were as follows. (1) The duodenal 


ulcer patients showed a greater nocturnal secretion than . 


the normal, the average being 1,004 ml., compared with 
an average of 581 ml. for normal persons. (2) Duodenal 
ulcer patients showed fewer variations from night to 
night than normal persons. (3) The free acidity was 
higher—61 clinical units, as compared with an average 
of 29 units for normal subjects. (4) The most striking 
difference was in the hypersecretion of acid in duo- 
denal ulcer—the average output of free acid during 
the night being 2,242 mg., as against the normal figure of 
only 661 mg.—an increase of approximately 34 times. 
(5) Periods of anacidity lasting more than 1 hour oc- 
curred in only 3 of the ulcer patients out of 22, whereas 
they occurred in over 70% of the normal subjects. 

These findings supply important details of the differ- 
ence in volume and acidity of secretion in duodenal ulcer 
patients compared to the normal, and also indicate the 
remarkable constancy of these two factors in such sub- 
jects in contrast to the relatively wide variations found in 
the healthy subjects. The conclusions to be drawn from 
the tests must be accepted with caution, but it would 
seem that duodenal ulcer patients gave a continuously 
increased response to the stimuli, whether chemical or 
nervous, or both combined, which cause gastric secre- 
tion. Thomas Hunt 


740. Partial Gastrectomy. The Clinical, Gastroscopic 
and Radiological Considerations 

M. PAULSON and E. S. GLADSEN. Gastroenterology 
[Gastroenterology] 10, 970-977, June, 1948. 3 figs., 
10 refs. . 


Gastroscopic examinations were carried out on 25 
unselected patients who had undergone subtotal gastrec- 
tomy without vagotomy for various disorders. Of these 
patients 17 were examined within 21 days of operation 
(“ early ’’ cases) and 21 at varying intervals up to 5 years 
after operation (“‘ later ’’ cases). Two early cases were 
examined as soon as the ninth post-operative day. It 
was hoped that these studies might shed some light on the 
cause of gastric symptoms after gastrectomy. 

In the early cases localized oedema and erythema were 
often seen round the stoma. Mild changes were usually 
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unassociated with symptoms, and the authors therefore 
advise caution in attributing post-operative gastric 
symptoms to such mild changes. Severe changes are, 
however, usually associated with and are probably the 
cause of symptoms. The later cases also often showed 
oedema, erythema, and thickening, but now the changes 
tended to be more diffuse and were not merely confined 
to the neighbourhood of the stoma. There was, how- 
ever, no definite relation between the objective findings 
and the patient’s complaints. These complaints were 
ill-defined, and the authors agree with other writers that 
the symptoms of post-gastrectomy gastritis are not clear- 
cut or characteristic. They discuss the possible causes of 
such gastritis. Radiological examination rarely showed 
any abnormality in any of the early or late cases. In 
addition, serum protein was estimated in the early cases, 
No severe hypoproteinaemia was found, and there was no 
consistent relation between the serum-protein level and 
the degree of mucosal oedema seen gastroscopically. 

John R. Forbes 


741. Vagotonic Pseudo-ulcerative Inflammation of the 
Pyloric Antrum and Duodenal Bulb. (Antro-pyloro- 
bulbites vagotoniques pseudo-ulcereuses) 

J. J. DuUBARRY and G. DuBourG. Archives des Maladies 
de Il’ Appareil Digestif [Arch. Mal. Appar. dig.] 37, -456- 
478, July—Aug., 1948. 15 refs. 


This paper is based on the assumption that there is 
such a pathological entity as antral gastritis and duo- 
denitis. The authors admit that they have no experience 
with gastroscopy, and rightly or wrongly [rightly in the 
abstracter’s view] they disregard the almost unanimous 
scepticism of the gastroscopists. A good clinical descrip- 
tion is given of the way in which these cases differ from 
cases of true ulcer. The variability of the picture is 
admitted. The diagnosis is confirmed by the radiological 
finding of irritability of the antrum and bulb. At opera- 
tion thickening of the mucosa with injection of the sub- 
serosal vessels is found. The thickening in the pyloric 
region may be so severe as to cause stenosis. If ulcers 
are found, they are only superficial and there is no 
localized button of scar tissue. 

The results of medical treatment and orthodox 
gastrectomy and gastro-enterostomy are poor. Milk 
should be avoided, and alkaline carbonates are the best 
drugs. In intractable cases vagotomy, with extra- 
mucosal “ pylorotomy ” if necessary, is recommended. 
The histories of 36 patients operated upon are given. 
The results were good in 21 out of 26 submitted to 
-vagotomy alone, and in 2 out of 3 cases in which 
pylorotomy was also done. The results were poor or 
bad in all 3 cases in which surgery had previously failed 
and in 2 out of 4 cases in which vagotomy was combined 

_ with gastrectomy. 

[It is odd that so little attention is paid to this common 
condition in English and American literature, where the 
tendency is to diagnose duodenal ulceration unsuited to 
surgery because of the patient’s neurotic personality. In 
true duodenal ulcer, however, at some stage or other 
there are almost always long remissions of several 
months’ duration, and when an attack does occur it 
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ysually lasts for several weeks. In the diffuse inflam- 
mations in the region of the pylorus attacks and remis- 
sions are short, or there may be no remissions in the 
absence of treatment.] Denys Jennings 


742. Pyoderma Gangrenosum in Chronic Non-specific 
Ulcerative Colitis. A Report of Three Cases 

w. E. Ricketts, J. B. KirsNer, and S. ROTHMAN. 
American Journal of Medicine {|Amer. J. Med.| 5, 69-75, 


. July, 1948. 8 figs., 11 refs. 


Three cases of severe ulcerative colitis are described 
each of which was complicated by pyoderma gan- 
grenosum. The bacterial flora of the lesions is not uni- 
form and not pathognomonic; the tendency to tissue 
necrosis is a more important factor than bacterial in- 
vasion, and penicillin and sulphonamides are consequently 


_ of no value in therapy. Treatment consists in control of 


the underlying bowel condition and restoration of a 
normal state of nutrition. Geoffrey McComas 


743. Spreading Ulceration of the Skin Associated with 
Idiopathic Ulcerative Colitis 

E. C. B. Butter. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.} 41, 474-476, July, 1948. 
3 figs., 2 refs. 


Two cases of spreading ulceration of the skin arising 
as a complication of idiopathic ulcerative colitis are 
reported and the literature on the subject is briefly 
reviewed. Both patients were women, aged 30 and 40 
years respectively, and both had suffered from ulcerative 
colitis for several years. In each of them the skin ulcera- 
tion began during an exacerbation of the colitis, and the 
interrelation of the conditions was further stressed by the 
fact that the skin lesions tended to heal when the colitis 
was quiescent. 

The skin lesion starts as a raised papule, which rapidly 
breaks down to form an ulcer. In mild cases no further 
spread may occur, but in severe cases discharge becomes 


_ profuse and the ulcer rapidly increases in size. Its edge 


is raised, red, undermined, and exquisitely tender. 
Toxaemia and anaemia may threaten life, but spon- 
taneous arrest may occur if the colitis improves. 

In the cases reported staphylococci, haemolytic strepto- 
cocci, Proteus vulgaris, and Pseudomonas aeruginosa were 
cultured at various times, although in one of the cases 
the ulcer remained sterile at first for several days, sug- 
gesting that these organisms are secondary invaders. 
The cause of the skin ulceration is not known, but the 
following factors are thought to play a part: (1) vitamin 
deficiency, due to lack of biosynthesis in the diseased 
bowel : (2) the initial skin lesion may be an allergic 
phenomenon similar to that which may have caused the 
colitis; _ (3) the patient’s lowered resistance and the 
secondary anaemia due to the colitis make secondary 
infection of the skin lesions inevitable. 

The colitis is treated on orthodox lines. If it is in 
the acute stage, a high-protein, low-residue diet, with 
essential vitamins, chemotherapy, and repeated blood 
transfusions, may suffice. In persistent cases, ileostomy 


and often colectomy may be necessary. For the skin 
lesions the whole edge of the ulcer is excised with a dia- 
thermy knife. In the cases reported the results were 
dramatic: pain vanished, and the ulcer edge became 
clean and clear-cut. Post-operative treatment consists 
in repeated application of penicillin—sulphonamide 
powder, with early skin-grafting if necessary. Complete 
excision of the whole ulcer, including its base, with im- 
mediate skin-grafting, is sometimes successful. 
T. J. Evans 


744. Clinical Course of Chronic Nonspecific Ulcerative 
Colitis 

J. B. KirsNer, W. L. PALMER, S. N. MAIMON, and W. E. 
Ricketts. Journal of the American Medical Association 
JJ. Amer. med. Ass.] 137, 922-928, July 10, 1948. 48 
refs. 


The clinical features and course of ulcerative colitis in 
a series of 100 patients were studied. The incidence was 
almost equal in the two sexes and the majority of patients 
were between the ages of 10 and 40. There was a close 
chronological association between emotional stress and 
the onset of symptoms in many of the cases. The 
symptoms consisted of bloody diarrhoea, abdominal 
colic, tenesmus, pyrexia, anorexia, and weakness. The 
appearance of the rectal mucosa was typical in 95% of 
cases. X-ray studies of the terminal ileum and colon 
suggest that the disease attacks the colon with greatest 
intensity relatively early in the disease, and that the initial 
x-ray examination often discloses the maximum extent 
of the disease. The clinical course was characterized by 
frequent exacerbations, which were associated with 
emotional stress, infection in the upper respiratory tract, 
and physical fatigue. Nutritional complications in- 
cluded anaemia, commonly hypochromic and microcytic, 
hypoproteinaemia, peripheral neuritis, and other evi- 
dence* of avitaminosis. Local complications consisted 
of formation of stricture, polypi, perirectal abscess, and 
fistula, haemorrhage, and perforation of the colon with 
peritonitis. Systemic complications included cutaneous 
lesions, pyogenic infection, arthritis, pneumonia, and 
thrombophlebitis. 

Medical treatment consisted of rest in bed and seda- 
tives, the administration of a high-calorie bland diet with 
added vitamins, blood transfusions, psychotherapy, and 
the administration of penicillin and sulphaguanidine. In 
19 cases the aid of surgery was enlisted; in 18 cases an 
ileostomy and in 1 case a partial colectomy were per- 
formed. In the 18 cases in which ileostomy was per- 
formed there were'4 deaths. Further surgical treatment, 
commonly colectomy, was later carried out in 11 of the 
survivors. There were 14 deaths in the entire series, 9 
occurring during medical treatment and 5 after operation. 
Only 6 patients of the entire series were classified as cured. 
The remainder continued to have exacerbations of the 
disease but in 47 cases health remained reasonably satis- 
factory. The aetiology of the disease is unknown. 

[The findings in this large series of cases coincide 
closely with those obtained in Britain.] 

Geoffrey McComas 
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| Endocrine Disorders 


THYROID 
745. Hyperthyroidism in Acromegaly. (L’hyperthy- 


roidie des acromégales) 
—. SAINT-Mitco. Annales d’Endocrinologie [Ann. En- 
docrinol., Paris] 8, 503—509, 1947. 1 fig., 10 refs. 


The metabolism in acromegaly is not uncommonly 
raised, and this rise is associated with hyperthyroidism in 
a small proportion of cases. The author studied the 
progress of 7 acromegalics with hyperthyroidism who 
were being treated by x-ray therapy to the pituitary (150 
to 200 r daily for 8 to 12 sessions, repeated after 2 
months), both basal metabolic rate (B.M.R.) and urinary 
thyrotrophin content being measured before and after 
each session. The thyrotrophin content was measured 
by injecting urine into immature male rats over a period, 
then measuring the increase in size which had occurred 
in the thyroid follicles. 

During the course of x-ray therapy to the pituitary, the 
oxygen consumption was measured and found to increase 

- steadily for the first 6 to 10 days of treatment and then to 
diminish until it reached normal at the end; the B.M.R. 
fell from +38-7 to +12-8, rose during the pause, and fell 
again when treatment was resumed. Thus x-ray therapy 
seems to exert a temporary effect on the B.M.R., and the 
fall in the latter makes it likely that an eosinophil 
adenoma exists which is secreting thyrotropic hormone in 
excess. This is confirmed by the estimation of urinary 
thyrotrophin; normally 3 to 5 rat units per litre, in these 
cases it varied from 15 to 40 rat units. Moreover, the 
urinary excretion was found to be normal in 4 cases 
of acromegaly without hyperthyroidism. It has been 
thought that the thyrotrophic hormone was secreted by 
eosinophil cells, but it is possible that a hyperthyroid 
state exists, orginating in the pituitary and not accom- 
panied by acromegaly. The author’s view is that exces- 
sive thyrotrophin excretion is a sign of hyperthyroidism 
of pituitary origin. B.M.R. estimations also serve to 
indicate the efficiency or otherwise of x-ray therapy to the 
pituitary in cases of acromegaly. T. E. C. Early 


746. Myxedema with Delayed Closure of Epiphyses in 
Sexually Mature Women 

J.C. M. Fournier, J. C. BARSANTINI, and H. C. BAZZANO. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.} 
8, 482-486, June, 1948. 6 figs., 2 refs. 


It is generally believed that closure of the epiphyses is. 
caused by the sex hormones, so that with insufficiency of 
the gonads a delay in synostosis can be observed. This 
delay is also known to occur with hypothyroidism in 
infants and adolescents. One of the authors has pre- 

viously recorded the case of an untreated myxoedematous 
woman aged 32 who had menstruated since the age of 22 
but showed delayed synostosis. This paper from the 


Institute of Endocrinology, Montevideo, records a further 
4 cases of women aged 32, 43, 32, and 34 years in whom 
menstruation had started at the respective ages of 20, 
13, 19, and 17 years and had been regular, with the 
exception of intervals of 2 to 3 months of amenorrhoea in. 
the last case. These patients had evidence of hypothy- 
roidism dating from infancy or early childhood. Cases 
1 and 2 had had no previous treatment, and Cases 3 and 
4 were inadequately treated with thyroid. When first 
seen patients had classical myxoedema, which responded 
to thyroid therapy in the first 3 cases. All these patients 
had scanty pubic hair and no axillary hair. [This finding 
is usually held to indicate some degree of hypopituitarism,] 
Radiography in all the cases showed that the iliac crests 
had not fused. [Synostosis normally occurs at the age of 
25 years.] The apparently normal ovarian function in 
these patients indicates that oestrogens alone are not 
sufficient to lead to closure of the epiphysial lines. The 
conclusion is drawn that thyroid hormone is also neces- 
sary, and that it may act directly on the epiphyses with 
oestrogen, or indirectly; Albright is quoted as suggesting 
that the adrenal cortex may contribute to closure of the 
epiphyses. In myxoedema the adrenal cortex can be 
shown to be deficient by the low 17-ketosteroid excretion, 
which increases after administration of thyroid. The 
authors therefore advance the hypothesis that the 
thyroid may produce an indirect effect on the epiphyses 
by stimulating the adrenal cortex. G. Ansell 


747. Residual Symptoms in Graves’s Disease after 
Thyroidectomy 

L. Martin. Lancet [Lancet] 1, 858-860, June 5, 1948. 
9 refs. 


The author describes a series of 33 patients who, having 
undergone thyroidectomy for Graves’s disease, were 
followed up for periods ranging from 24 to 10 years after 


. Operation; 22 of them were females. The only post- 


operative residua of the Graves’s disease were the eye 
signs, which had persisted in 16 of the 33 cases. Exoph- 
thalmos, lid retraction, lagging of the lids on looking 
downwards, and oedema of the eyelids were observed 
alone or in combination. Only 2 of the 33 patients were 
entirely symptom free. The remaining 31 complained 
of one or more of the following: nervousness, eye signs, 
palpitation, dyspnoea on effort, lassitude, tremor, 
sweating, dislike of hot weather, disturbed sleep, head- 
aches, phobias, left submammary pain, and diarrhoea. 
In all these cases thyroid function appeared to be normal, 
as judged clinically and by estimations of the basal 
metabolic rates when possible. 

There was no constant underlying personality type in 
the cases studied, and it is pointed out that the symptoms 
are common to anxiety states, the menopause, cardiac 
neuroses, and chronic invalidism, and are therefore 
considered to be due to constitutional factors, to the 
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emotional effect of the disease and the ensuing operation, 
or to causes unconnected with either. The remedy 
would appear to lie in more convincing reassurance of 
the patient and i in explaining the significance of symptoms. 
Geoffrey McComas 


748. Liver Damage. (Thyreotoxische 
beschadiging van de lever) 

M. W. VAN WEEL. WNederlandsch Tijdschrift voor 
Geneeskunde (Ned. Tijdschr. Geneesk.] 92, 1980-1988, 


’ June 26, 1948. 8 figs., 1 ref. 


Disorders of liver function are common in thyrotoxic 
patients. The dangerous post-operative crisis after 
thyroidectomy is largely due to an acute hepatic in- 
sufficiency. Pre-operative treatment therefore was aimed 
at restoring liver function. In addition to Lugol’s 
solution and vitamins A and B, a diet rich in carbo- 
hydrates was given, with sufficient fat and protein (but no 
meat) and a daily ration of 150 to 200 g. sugar. Insulin 
should not be given except when diabetes is present. 
Liver function was studied in 32 patients before and after 
this pre-operative treatment and after operation, by 
using the bromsulphalein test, the benzoic acid test 
(Quick), and the determination of urobilin in the urine 
and of bilirubin in the serum. The pre-operative treat- 
ment improved the results of these tests. Thyroidectomy 
was followed by marked deterioration of liver function 


_ which was closely related to the severity of the post- 


The surgical risk was improved by the 
Carl J. Gessler 


operative crisis. 
pre-operative treatment. 


749. Thyrotoxicosis Factitia (Alimentary Thyrotoxi- 
cosis). Its Differentiation from Spontaneous Thyrotoxi- 
cosis with the Aid of Radioactive Iodine. 

B. N. SKANsE and D. §S. RicGs. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.) 8, 532-543, July, 
1948. 12 refs. 


It may be very difficult to distinguish clinically between 
true endogenous thyrotoxicosis and hyperthyroidism due 
to the administration of thyroid extract (thyrotoxicosis 
factitia). In endogenous thyrotoxicosis the level of pro- 
tein-bound iodine in serum is raised, but this also occurs 
when thyroid extract is administered. The excretion of 
tadioactive iodine (I'*") for 48 hours after the admini- 
stration of a tracer dose can be used as an indicator of 
thyroid function. In thyrotoxicosis the major propor- 
tion of I'81 is taken up by the thyroid so that only 6 to 
32% of the dose is excreted, whereas in euthyroid in- 
dividuals the excretion ranges from 53 to 84%. 

The case is reported of an unmarried nurse, aged 37, 
who had had symptoms of recurrent thyrotoxicosis since 
1936. She had undergone three thyroid operations in 
1936, 1940, and 1944, and had received x-ray therapy and 
thiouracil and iodine, all without permanent relief of her 
symptoms of hyperthyroidism. When she was admitted 
to the Massachusetts General Hospital in 1946 she had 
evidence of hyperthyroidism; the basal metabolic rate 


{B.M.R.) was +51% and she had slight prominence of 
the eyes with lid lag. The level of protein-bound iodine 
in the serum was raised (9-6 jxg. per 100 ml.).. A tracer 


dose of radioactive iodine was administered and urine 
collected for 48 hours, after which the body was scanned 
with a Geiger—Miiller counter. No iodine uptake could 
be demonstrated in the neck, ovaries, or any other tissue. 
The urine output was 98-2%, which eliminated the possi- 
bility of functioning thyroid tissue. On examination of 
the patient’s personal belongings some pills were found 
which had a thyroid action; when these were taken away 
the B.M.R. fell to normal in 3 weeks. The patient, 
however, still denied taking thyroid. A second case is 
reported in which the history and findings were similar. 
At first the radioactive-iodine excretion in the urine was 
only 56%, but none could be demonstrated in the body 
by Geiger counter. As the urine volume was small the 
possibility that the patient discarded some of the urine 
was considered, and the test was repeated with an in- 
dwelling catheter. On this occasion 97-3% was excreted, 
proving the absence of functioning thyroid tissue. This 
patient also denied taking thyroid and left hospital before 
further investigation could be undertaken. a 

In these 2 patients the excretion of I'*! could be 
attributed to lack of thyroid tissue following thyroid- 
ectomy. A further case is quoted, however, to show 
that administration of thyroid extract to a patient with an 
intact thyroid results in a diminished thyroid avidity for 
I?31, so that 86-7°% was excreted in the urine, with an 
iodine level of 9-4g. per 100 ml.inserum. After thyroid | 
medication had been stopped the excretion of I'*? fell to 
66°8% and the iodine level to 5-4 xg. per 100 ml. of serum. 

This combination of high level of protein-bound iodine 
in serum and high I'*! excretion can also be found in 
endogenous thyrotoxicosis in the early stages of treat- 
ment with thiouracil or iodine. A similar picture may 
be seen after cholecystography. The organically bound 
iodine in the gall-bladder dye’ may induce a prolonged 
increase in protein-bound iodine i in serum, perhaps even 
for a year. G. Ansell 


750. Preliminary Report on the Clinical Use of Radio- 
active Iodine 


_E. R. Mier, M. H. So.ey, and M. E. Damey. Ameri- 


can Journal of Roentgenology and Radium Therapy [Amer. 
J. Roentgenol.] 60, 45-50, July, 1948. 6 figs., 1 ref. 


This paper from the University of California was 
originally presented in 1946. It describes a quantitative 
method of determining the uptake of I'*4 by the thyroid 
in patients treated with radio-iodine. Radio-iodine is 
effective in treatment only if the thyroid takes up a 
sufficient amount, as in untreated Graves’s disease and 
in some cases of thyroid carcinoma. It is not useful 
when the uptake is small, as in patients already saturated 
with inert iodine and cases of thyroiditis, non-toxic goitre, 
and involutionary nodules. The I**? was administered 
orally. Measurements were made with a Geiger counter 
encased in a vertical lead cylinder. The walls of the 
cylinder were 1 in. (2:5 cm.) thick and the lower opening 
2 in. (5 cm.) in diameter was covered with a 1 mm. lead 
filter. The window of the Geiger counter was 7 cm. 
above this opening. The lead cylinder was mounted on 
an x-ray stand and suspended over the isthmus of the 
thyroid (distance from counter window 29 to 53 cm.). 
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Control counts were taken at the same height, above the 
thigh and over a wooden “ phantom ”’ (representing the 
neck) on which was mounted a bottle of standard solution 
of I**! approximating in size to the thyroid. By com- 
parison of the counts, the amount of I1*! in the thyroid 
could be calculated. 

From control experiments with bottles of different 
sizes and containing differing amounts of I**, it was 
found that the counts per microcurie (jc.) of the solution 
were not constant but depended on the volume of the 
solution and the number of yc. contained. As a result 
of this finding it is necessary to calibrate the apparatus 
for each new stock solution. 

Graphs of the uptake of I**! are given for 1 case each 
of untreated and previously treated Graves’s disease, 
and for a case of thyroiditis. In the latter case the uptake 
by the thyroid was negligible but only approximately 45% 
was demonstrated in the urine. [No explanation is given 
in the text of the whereabouts of the remaining I'*?.] 
Therapeutically, amounts of I**! varying from a single 
dose of 800 juc. to 6 weekly doses of 250 yuc. administered 
to patients produced only a temporary fall in basal 
metabolic rate (in 4 to 8 weeks). It was obvious (as had 
been expected) that these doses were too small. 

G. Ansell 


751. Thiouracil and Allied Drugs in Hyperthyroidism 
E. C. BARTELS. New England Journal of Medicine [New 
Engl. J. Med.] 238, 6-11, Jan. 1, 1948. 7 figs., 7 refs. 


With adequate dosage antithyroid drugs cause a dimi- 
nution of thyroxine production, and if administration is 
long-continued myxoedema may result and persist. Un- 
like iodine, thiouracil and allied substances cause no 
histological change; hyperplasia of the over active gland 
may eVen increase. The theory that thiouracil prevents 
the gland from absorbing iodine is disproved clinically 
on the evidence that Lugol's solution produces glandular 
involution even during thiouracil therapy. Comparisons 
of patients on thiouracil alone with those receiving iodine 
as well showed substantially more iodine in the glands of 
the latter, thus indicating that thiouracil acts by pre- 
venting the synthesis of iodine to an active protein- 
bound hormone—diiodotyrosine and thyroxine. Thio- 
uracil and allied substances probably act by inhibiting the 
peroxidase or enzymatic system in the thyroid gland. 

The effective dosage of thiouracil was originally fixed 
at 600 mg.aday. The dose of propylthiouracil originally 
suggested—SO to 100 mg. a day—is inadequate. Satis- 
factory results are not obtained with less than 200 mg. a 
day and larger doses do not evoke greater response. In 
cases of large thyroid adenoma 300 mg. a day should 
be administered. The recommended dose of propyl- 
thiouracil is 100 mg. 12-hourly. Studies on toxicity 
show that thiobarbital is associated with the highest 
incidence of complications (28°{); thiouracil comes next 
(9%), and propylthiouracil is much the safest (1-6%, 
representing 6 reactions in 430 cases). Reactions to 
thiouracil include agranulocytosis, pyrexia, swollen 
salivary glands, and urticaria. Thiobarbital primarily 


affects the leucocyte count and occasionally induces 
pyrexia; reactions to propylthiouracil include granu- 


DISORDERS 


locytopenia without leucopenia or leucopenia without 
granulocytopenia (1 patient developing agranulocytosis 
recovered on penicillin therapy). Early opinions about 
the ability of thiouracil and its allies to produce sustained 
remission of hyperthyroidism in a high percentage of 
cases must be revised, since reduction of dosage or with- 
drawal of treatment may induce a prompt relapse of 
hyperthyroidism, despite prolonged therapy. Although 
hyperthyroidism may be controlled for long periods, the 
use of antithyroid drugs as maintenance treatment in 
order to avoid thryoidectomy carries certain disadvan- 
tages. Patients should not continue in a state of only 
partial control, especially older patients with associated 
cardiac lesions or psychotic disturbance. Other objec- 
tions to maintenance treatment include failure to cure the 
lesion, persistence of glandular enlargement, the danger 
of failing to remove adenomata, possible reactions to the 
therapy, and possible supervention of serious histo- 
pathological changes in the thyroid gland. Single 
adenomata should be removed to obviate the possibility 
of malignant change, the likelihood of which some 
observers have placed as high as 22%. 

The author’s chief experience with antithyroid drugs 
is in the field of pre-operative therapy before thyroid- 
ectomy. In carefully managed cases subtotal thyroid- 
ectomy is without risk and reactions during anaesthesia 
and post-operatively are eliminated. Patients with mild 
hyperthyroidism may be treated with Lugol’s solution 
alone. When antithyroid drugs are, used pre-operatively 


_it is essential that they be used until full benefit is ob- 


tained. Further, it is necessary to maintain a normal 
metabolic rate for at least a month before thyroidectomy, 
particularly in older patients. Arthur A. Bradley 


752. The Role of Thyroid Activity in the Pathogenesis 
of Hepatic Lesions Due to Choline and Cystine Deficiency 
P. HANDLER and R. H. Fouts. Journal of Nutrition 
[J. Nutrit.] 35, 669-687, June 10, 1948. 2 figs., 22 refs. 


Choline deficiency in the rat leads to extreme fatty 
infiltration of the liver, followed by focal necrosis and 
fibrosis. Cystine deficiency on the other hand results in 
acute massive hepatic necrosis without fatty infiltration. 
Whilst the variations in the response of the liver to 
choline-deficient diets are unique in the inconstancy of 
final morphological changes, Gyérgy and Goldblatt had 
observed in 1945 that thiouracil inhibits the development 
of cirrhosis in choline-deficient rats. 

The animals used in these experiments were male rats 
weighing 50 g., fed on diets previously found to be most 
effective in producing deficiency in choline and cystine 
in rats. A diminished thyroid activity induced by 
thyroidectomy or administration of thiouracil or p- 
aminobenzoic acid delayed or prevented the development 
of hepatic necrosis or fibrosis otherwise caused by choline 
or cystine deficiencies. Giving thyroid accelerated the 
death of choline-deficient rats, but their livers contained 
little fat and they did not show fibrosis or necrosis. 
Thyroid feeding also accelerated the death of cystine- 
deficient rats; their livers showed the acute necrosis 
characteristic of this deficiency. Cystine-deficient, 
choline-fed rats lived almost twice as long on the control 
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diet as did animals fed on the same diet supplemented by 
thyroid. In choline-deficient, cystine-fed rats there were 
focal or diffuse hepatic necrosis and fibrosis and, whilst 
addition of thyroid to their diet shortened the lives of the 
rats, their livers showed no specific change. No explana- 
tion could be found for the relative resistance to the toxic 
effects of hyperthyroidism of the rats eating commercial 
chow, compared with those eating the best synthetic 
diet. Addition of choline or methionine to the synthetic 
diet increased the susceptibility of rats to thyroid toxicity. 

Rats on a low-protein diet were more susceptible to 
thyroid toxicity than those on a high-protein diet. 
Further protection was afforded if the high-protein diet 
contained a high-fat ration. Animals deficient in both 
choline and cystine were more susceptible to thyroid 
toxicity than.any other group studied. From these 
experiments it seems likely that hepatic damage due to 
hyperthyroidism is a sequel to acceleration of protein 
metabolism rather than of carbohydrate metabolism, 
although the argument cannot be excluded that the 
accelerated protein metabolism is a secondary effect 
of hyperthyroidism due to enhanced glycogenesis on 
account of the increased caloric expenditure. 

The inclusion of inositol, taurin, and “ sulphasuxidine ” 
(succinylsulphathiazole) in a  choline-deficient diet 
prevented the development of cirrhosis, but this was 
neither due to lipotropic action nor to thyroid hypoplasia. 
The existence of an already established fatty liver seemed 
to protect the rat against thyrotoxicosis. 

Z. A. Leitner 


SUPRARENALS 


753. Normal Urinary Excretion of Neutral 17-Keto- 
steroids with Special Reference to Age and Sex Variations. 
[In English] 

C. HAMBURGER. Acta Endocrinologica [Acta endocrinol., 
Kbh.] 1, 19-37, 1948. 5 figs., 28 refs. 


In the Hormone Department of the State Serum In- 
stitute, Copenhagen, 24-hour urine specimens from 137 
normal male subjects aged from 3 to 102 years and 127 
normal females aged from 2 to 92 years, and also from 
10 male castrates, were assayed for their 17-ketosteroid 
content. The urine was extracted with benzene after 
acid hydrolysis and the extract treated by the Callow 
modification of the Zimmermann reaction and assayed 
by the Coleman spectrophotometer. The daily output 
of individuals varied within the degree of accuracy of the 
estimation. In both sexes the average output rose 
sharply during puberty, reaching a maximum between the 
ages of 20 and 30. The output in boys and girls was 
similar until the age of 15; hence throughout life excretion 
in the male is higher., There is a persistent falling off 
in the daily excretion in both sexes after the menopause, 
in contrast to the findings of Hamblen et al. (Endocrino- 
logy, 1939, 25, 491), who found a higher level of excretion 
after the climacteric. The output for male castrates is 


of the same magnitude as for women. 

It is suggested that to assist clinicians in assessing the 
Significance of a particular 17-ketosteroid output the 
figure should be tabulated on a chart on which is printed 


graphically the range of normal values in the different age 
groups of the two sexes. G. S. Crockett 


754. The Role of the Adrenal Glands in Protein Cata- 
bolism following Trauma in the Rat - 

R. L. Nosie and C. G. Tosy. Journal of Endocrinology 
[J. Endocrinol.] 5, 303-313, June, 1948. 24 refs. 


The experiments described were carried out in the 
Research Institute of Endocrinology, McGill University, 
Montreal. The urinary nitrogen output was measured 
in rats during a fast of 24 hours. After the hind legs had 
been clamped for 3 hours the output was increased. 
Among those that survived this injury only an occasional 
rat showed any increase in nitrogen output. This failure 
to increase nitrogen output after injury is due to deficient 
kidney function, because there is always a rise in blood 


‘non-protein nitrogen, with no increased urinary nitrogen, 


after injury in the adrenalectomized rats; in the few 
adrenalectomized animals in which excretion was in- 
creased, and in normal rats that were injured, the blood . 
non-protein nitrogen was unaltered or even lowered. 

The nitrogen output of non-injured adrenalectomized > 
rats was lowered for a few days after operation, then 
raised, and later returned to pre-operative levels. In- 
jection of adrenal-cortical extract into intact rats did not 
affect the fasting nitrogen output, or raised it only a little, 
and did not alter the increase produced by injury. In 
adrenalectomized rats that were injured high doses of 
extract permitted an increase in nitrogen excretion, but 
desoxycorticosterone acetate was always ineffective in 
this respect. Hypophysectomy produced the same 
sequence of changes in output as adrenalectomy, but they 
were more pronounced, and injury never increased 
nitrogen excretion in these animals. 

While there is little doubt that injury causes an in- 
creased secretion of adrenal cortical hormones, their - 
function is unrelated to protein catabolism. The failure 
to excrete increased amounts of nitrogen after injury in 
adrenalectomized rats is merely a secondary effect of 
decreased kidney function. Peter C. Williams 


See also Section Paediatrics, Abstract 641. 
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755. Growth Studies. (I. In Rats and in Human Dwarfs.) 
[In English] 

E. DINGEMANSE, J. Freup, and I. E. UYLDERT. Acta 
Endocrinologica [Acta endocrinol., Kbh.} 1, 71-96, 1948. 
1 fig., 30 refs. 


The method used in the Pharmaco-Therapeutic Labora- 
tory of the University of Amsterdam for assessing growth 
in rats by skeletal indications is described; this is prefer- 
able to measuring weight increments. The authors assay 
chondratrophin (defined as a hypophysial agent that 
produces skeletal growth) in rats by comparison of 
caudal skiagrams taken before and after hypophysectomy. 
The length of the tail gives a true indication of general 
skeletal response. 

In clinical studies between 1936 and 1941 of 27 dwarfs 


cytosis 

about 
tained 
age of 
with- 
pse of 
hough 
is, the 
ent in 
idvan- 
f only 
ciated 
objec- 
ire the 
langer 

to the 

histo- 
Single 
sibility 

some 

drugs 
yroid- 
yroid- 
thesia 
— 


216 


treated with chondrotrophin made from bovine hypo- 
physes, 6 responded by an increase in height in excess of 
expectation; otherwise the results were disappointing. 
Chondrotrophin prevents epiphyses uniting by promoting 
growth in the cartilage. In a series of rats treated with 
chondrotrophin, tail-length increment and the width of 
the proximal tibial epiphysis ran roughly parallel. The 
authors were unable to demonstrate acquired refractori- 
ness of hypophysectomized rats to bovine chondro- 
trophin. Gigantism was not obtained, but in hypophys- 
ectomized rats the authors were able to maintain normal 
growth for 3 weeks with daily doses of over 200 units. 
The unit employed was 0-35 mg. of an acetone-dried 
powder of freshly frozen bovine hypophysis. 
G. S. Crockett 


756. Fatal Cerebro-hypophysial Cachexia of Func- 
tional Origin without Histological Lesions at Necropsy. 
(Cachexie cérébro-hypophysaire d’origine fonctionnelle 
et a évolution mortelle sans altérations histologiques a 
l’autopsie) 

—., and H. MAmou. Annales d’En- 
docrinologie {Ann. Endocrinol., Paris] 8, 540-555, 1947. 
7 figs. 


_ A woman, aged 35, was admitted to hospital in Septem- 

ber, 1946, for wasting and other symptoms present for 
4 years. Symptoms started after her mother’s death; 
menstruation stopped permanently, and she lost appetite 
and much weight.. By September, 1946, her appearance 
was that of an old woman incapable of physical or mental 
effort; there was extreme wasting of muscles and fat. 
The temperature was below normal, the pulse rate 60, 
blood pressure 100/70 mm. Hg. She complained of cold 
and her fingers and toes were cyanosed. Her tongue 
was smooth with few papillae. Blood examination 
revealed 3,700,000 erythrocytes and 8,400 white cells per 
c.mm.; haemoglobin value 65%. Radiographs showed 
a small but normal sella turcica. 

She was fed by tube and given 500 ml. physiological 
saline subcutaneously and 500 ml. saline-glucose each 
day. She later received insulin; after initial improvement, 
she went into a hypoglycaemic coma, from which she 
was roused by glucose administration. From October, 
1946, to her death in March, 1947, all treatment proved 
useless, and she steadily lost weight. Fever, diarrhoea, 
and tetany preceded her death in March, 1947. At 
necropsy all the organs were small, particularly the 
uterus. The thyroid was normal except that the colloid 
was replaced by sclerotic tissue. The pituitary was small 
but normal except for cystic cavities under the capsule. 
The lungs showed “ grey hepatization ”’ without signs of 
tuberculosis. 

The authors discuss the distinction between the true 
organic (Simmonds) type of cachexia and the mental or 
functional variety. The former occurs usually in adults, 
mostly women, the onset often precipitated by severe 
strain such as childbirth; the latter is commoner in young 
girls. Signs of Simmonds’s disease are eosinophilia 


and changes in the serum protein equilibrium; only rarely 
is it possible to make the diagnosis with certainty, by 
the finding of an intrasellar tumour radiographically. 


ENDOCRINE DISORDERS 


Simmonds’s disease is not only seen in women but also 
in men (testicular atrophy and feminization) and jp 
children, with arrest of sexual development and pituitary 
infantilism. Mental’ cachexia is essentially psycho. 
logical; the patient is vain and selfish and adopts the 
attitude of a victim, but a violent shock is needed to 
rouse the latent psychotic element (in this case the loss 
of the patient’s mother). The only proof of a functional 
origin is cure. This may occur in 90%, according to the 
authors, if the patient is isolated from the family and 
kept rigidly to a course of psychotherapy. Hormone 
treatment is of no differential diagnostic value. 

Mamou recognizes two extremes of cerebro-pituitary 
cachexia: (1) Simmonds’s disease with all glands 
atrophied except the pituitary; (2) wasting resulting 
from alimentary restriction, which may be voluntary or 
imposed. It is important to start treatment before 
secondary changes have become irreversible. 

T. E. C. Early 


757. The Pituitary and Haematopoiesis: Effect of 
Hypophysectomy on Haematopoiesis in Albino Rats. 
(Hypophyse et hématopoiése. I. Le retentissement de 
l’hypophysectomie sur l’hématopoiése du rat albinos) 

L. Arvy, M. Gase, and F. Stutinsky. Revue d’Héma- 
tologie [Rev. Hémat.] 3, 154-179, 1948. 8 figs., 17 refs. 


Hypophysectomy was performed on male albino rats 
at the age of 4 months; they were killed 7, 14, 21, or 
28 days later. In all of them there were testicular atrophy 
and atrophy of the thyroid and the adrenals, with con- 
siderable loss in weight. The blood and haematopoietic 
organs showed marked changes. In the blood, the red 
cell count fell from about 9,000,000 to about 6,000,000 
per c.mm., the reticulocytes from 2-5 to 3% to 1 to 
1:5%; the red cell fragility was slightly increased. The 
total white cell count was only slightly increased, but the 
granulocytes fell to about half the pre-operative level, 
while the number of lymphocytes was doubled or trebled. 
In the marrow there was a reduction in the more primitive 
cells of both myeloid and erythroid series. All the 
haematopoietic organs contained many histiocytes laden 
with iron. The spleen was reduced in weight, with an 
increase in fibrous tissue and in the number (but not the — 
volume) of Malpighian corpuscles with active germinative 
centres. Lymph nodes and Peyer’s patches were. en- 
larged and contained enlarged follicles with active centres. 
The thymus was atrophic, and the liver showed only a 
lymphocytic infiltration of the portal tracts. The changes 
in the bone marrow are ascribed to the failure of the 
endocrine glands (adrenal, testis, thyroid) but no ex- 
planation of the lymphocytic hyperplasia is offered. 

G. Discombe 


757a. The Relation of Hypophysis to Carbohydrate and 
Basal Metobolism. Cured Diabetes Mellitus and Hypo- 
thyroidism in Acromegalia. (A Survey and a Case- 
record.) [In English]. 

H. VERMUND. Acta Medica Scandinavica [Acta med. 
scand.] 131, 515-546, Sept. 30, 1948. 7 figs., biblio- 
graphy. 
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SEX HORMONES 


758. Crystalline Human Chorionic Gonadotrophin and 
its Biological Action. [In English] 

L. CLAESSON, B. HGGBERG, T. ROSENBERG, and A. WEsT- 
MAN. Acta Endocrinologica [Acta endocrinol., Kbh.] 1, 
1-18, 1948. 9 figs., 13 refs. 


This paper from Sweden describes a method of 
preparing crystalline, electrophoretically homogeneous 
chorionic gonadotrophin. The hormone is adsorbed 
from human pregnancy urine (first to third month of 
pregnancy) on to benzoic acid and the precipitate frac- 
tionated with ethanol; further precipitation with prot- 
amine and removal of traces of impurities with Reinecke 
salt produce a crystalline form of the hormone assaying 
at 6,000 to 8,000 i.u. (international units) per mg. The 
crystals are in the form of long thin needles. The 
crystalline chorionic gonadotrophin produces growth 
and maturation of follicles followed by corpus luteum 
formation in the ovaries of intact mice, rats, and rabbits, 
but leads only to hyperplasia of the interstitial cells in the 
ovaries of hypophysectomized rats. This suggests a 
synergism between the chorionic gonadotrophin and the 
follicle-stimulating hormone of the pituitary. 

Intravenous injections in 30 patients of doses up to 
12,000 i.u. a day on three successive days were given; 
there were no reactions. In 10 cases in which laparotomy 
was performed 5 to 7 days after the first injection, in- 
tensively growing Graafian follicles were seen, several 
showing moderate cystic dilatation and some a tendency 
to form corpora atretica; there were no signs of luteini- 
zation. This suggested that crystalline chorionic gonado- 
trophin stimulates only the follicular system in the human 
ovary. Urinary oestrogen excretion increased to a maxi- 
mum 24 hours after the first injection. 

Patients suffering from amenorrhoea believed to be 
of hypopituitary origin were treated with crystalline 
chorionic gonadotrophin on the assumption of a 
synergism between this hormone and pituitary follicle- 
stimulating hormone; rhythmical uterine bleeding was 
induced. In patients treated with a total of 36,000 i.u. 
of crystalline chorionic gonadotrophin and 3,000 i.u. of 
pregnant mare’s serum gonadotrophin, and subjected to 
laparotomy 6 to 7 days after the first injection, newly 
formed corpora lutea with an acceleration of the growth 
of the follicles without atresia were seen. 

[The authors remark on the limited number of cases 
in which these trials have been carried out, and promise 
further publication of detailed analytical results and more 
information on the physico-chemical properties of the 
hormone. ] G. S.Crockett 


759. Odcestrogenic, Androgenic and Gonadotrophic Sub- 


stances in the Urine of Normal Women. Sex Hormone 


Analyses. I. [In English] 

K. PEDERSEN-BJERGAARD and M. TONNESEN. Acta En- 
docrinologica [Acta endocrinol., Kbh.] 1, 38-60, 1948. 
8 figs., 41 refs. 


Oestrogens, androgens,.and gonadotrophins in 24-hour 
specimens of urine from 360 normal females aged from 3 


SEX HORMONES 217 


to 79 years were assayed. O0cstrogenic and androgenic 
substances were determined, after combined acid hydro- 
lysis and carbon tetrachloride extraction, in spayed mice 
and capons respectively; gonadotrophin was assayed 
after tannic acid precipitation in female rats 26 to 28 days 
old. 

In the human female oestrogen output is minimal from 
the ages of 3 to 12; after the age of 12 there is a steep in- 
crease, and excretion remains at a maximum between 20 
and 40, when it is approximately between 70 and _80 
mouse units (m.u.) a day. From 40 to 60 the output 
declines to about 8 m.u. per day, so that it is during the 
reproductive period that the output is greatest. From 
the ages of 3 to 12 there is very little gonadotrophin 
excreted—amounting to 1 rat unit (r.u.) a day, and at 16 
the output has risen to 15 r.u. a day; after a fall to 9 r.u. 
a day at 20 it remains at this level until the mid-thirties, 
when the output begins to rise, and continues to increase 
until the end of the sixties, when it reaches 65 r.u. a day. 
In contrast to what happens with regard to oestrogen 
excretion it is in the reproductive phase that women have 
a low level of gonadotrophin output; this is perhaps 
explained by the release of the pituitary from the in- 
hibitory action of oestrogen in women after the meno- 
pause. There is a decreased oestrogen output during 
menstruation; in the intermenstrual phase there are two 
peaks in the oestrogen output—one on the tenth to 
twelfth day, and the second on about the twenty-third day. 
The output of androgens is at’ a maximum between the 
ages of 20 and 35, amounting to about 9 capon units in 
the 24 hours. Women who had undergone ovariectomy 
produced on an average 8 m.u. of oestrogen per day; this 
is believed to be secreted by the suprarenals. 

G. S. Crockett 


760. Some Effects of Stilbestrol and its Monomethyl 
Ether in the Immature Male Rat 

V. M. Fiske and N. T. WERTHESSEN. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 92, 
363-368, April, 1948. 1 fig., 8 refs. 


The effect was studied of stilboestrol and its mono- 
methyl ether in causing an increase in the weight of the 
seminal vesicle of immature rats. It was found that stil- 
boestrol produced an effect in doses of 0-5 yg. daily, a . 
maximum response being obtained at 8 yg. daily. The 
monomethy]l ether, on the other hand, caused a very slight 
(but statistically significant) increase in the weight of the 
seminal vesicle at a dose of 1 yg. daily, and the maximum 
response was not recorded till the dose had been increased 
to 100 pg. Histological examination of the organs of 
animals receiving either compound revealed a pronounced 
increase in cells of the fibromuscular layer. The two sub- 
stances were also administered in single doses. The 
monomethyl ether was more effective than stilboestrol in 
causing a weight increase in the seminal vesicles. Further- 
more, divided doses of stilboestrol were more effective 
than single doses, but this was not the case with the mono- 
methyl ether. These effects are not dependent on the 
presence of the testicle. It is concluded that the method 
of administration determines the effectiveness of the two 
compounds. J. D. Judah 
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Dermatology 


761. Vitamin A Metabolism in Some Allergic Derma- 
toses. (Metabolismo della vitamina A _ in alcune 
dermatosi allergiche) 

L. Ricctarpi and §. RoMANO. Annali Italiani di Derma- 
tologia e Sifilografia {Ann. ital. Derm. Sif.| 3, 290-300, 
July—Aug., 1948. 1 fig., bibliography. 


The authors found that the mean concentration of 
vitamin A in the serum of patients suffering from skin 
diseases was diminished in comparison with that of 
normal controls. In 10 patients suffering from various 
skin diseases the intracutaneous reaction to tuberculin 
and antistreptococcal vaccine was tested before and after 
administration of 50,000 i.u. of vitamin A. The intra- 
cutaneous reaction was in all cases markedly diminished 
after vitamin A administration. The authors discuss the 
possibility of an anti-allergic action of vitamin A, and 
suggest that vitamin A administration might interfere 
with the different phases of the allergic reaction. They 
- also suggest another possible explanation, ascribing a 
desensitizing property to vitamin A, the mechanism of 
which, however, appears to be obscure. 

Z. A. Leitner 


762. Suppression of Anaphylactic and Urticarial Re- 
actions. (De la suppression des réactions anaphy- 
lactiques et urticariennes) 

M. Diepey. Dermatologica {Dermatologica, Basel]| 96, 
418-431, 1948. 12 figs., 20 refs. 


The antihistamine action of “ neoantergan”’’ can be 
demonstrated on the guinea-pig’s uterus. After the 
application of neoantergan or “‘antistin’’, followed by 
twenty washings with 50 ml. of Tyrode’s solution, the 
uterus still remains insensitive to histamine, but it retains 
its sensitivity to “ pituglandol’’. The uterus made in- 
sensitive to histamine with neoantergan still reacts to 
white of egg. The whealing response of the human skin 
to intracutaneous injections of histamine may be 
diminished, but not abolished, by mixing the histamine 
with “antergan” or neoantergan. Similarly in the 
Prausnitz—Kiistner test with serum from pollen-sensitive 
patients, mixing the pollen solution with antergan or 
neoantergan causes less reaction than that obtained with 
pollen solution alone. Administration of antergan, neo- 
antergan, or antistin by mouth does not appreciably 
reduce the wheal of the Prausnitz—Kiistner reaction. 
Large doses of calcium gluconate by mouth and intra- 
venously have no effect on the Prausnitz—Kiistner re- 
action. The reaction was obtained in 4 patients who 
were then anaesthetized with “ narconumal” (a bar- 
biturate preparation) and ether; during the narcosis the 
reaction could not be obtained. Very weak solutions 
of histamine could produce a wheal in patients under this 
mixture of anaesthetics. A second later injection of 
pollen into the sites previously injected under anaesthesia 


resulted in a very feeble reaction, showing that, in the 


injection given during narcosis, the antibodies had been 
neutralized by the injected antigens even though no 
wheal was formed. Similarly in vitro, a guinea-pig’s 
uterus sensitized to egg-white reacts to this antigen if 
ether or narconumal is added to the Tyrode’s solution. 
From these experiments it is suggested that the liberation 
of histamine is too simple an explanation of anaphylactic 
and allergic reactions. E. Lipman Cohen 


763. Streptomycin Dermatitis in Nurses 

J. Crorron and H. M. Foreman. British Medical 
Journal [Brit. med. J.] 2, 71-72, July 10, 1948. 2 figs., 
3 refs. 


Four nurses out of a total of 80 who had been handling 
streptomycin over a period of 18 months developed a 
dermatitis. The duration of exposure varied from 6 
weeks to 6 months. There was an itchy papular 
erythema of the skin around the eyes and over the elbow 
flexures. In one case the hands were also involved. 
There was a poor response to antihistamine drugs and 
to local applications; the rash disappeared when contact 
with streptomycin was discontinued. In all 4 nurses a 
positive reaction was obtained to an intradermal in- 
jection of 50 yg. of streptomycin. The skin sensitivity 
test was negative in 30 control nurses and in 6 control 
patients. The wearing of rubber gloves when handling 
streptomycin is suggested. Geoffrey McComas 


764. The Present Status of Passive Transfer Antibodies 
in Allergic Eczematous Contact-type Dermatitis. Failure 
to Demonstrate Passive Transfer Antibodies 

M. Lemper and R. L. Baker. Journal of Investigative 
Dermatology [J. invest. Derm.] 10, 425-433, June, 1948. 
15 refs. 


The pathogenesis of dermatitis caused by contact with 
external irritants is obscure. By analogy with atopic 
dermatitis, allergic rhinitis, asthma, certain cases of 
urticaria and helminthiasis, it might be supposed that 
exogenous dermatitis is caused by the interaction of 


’ antibody fixed in cells (epidermal cells) with the effective 


irritant. In the atopic group and allied conditions it 
is easy to demonstrate the existence of antibody in the 
serum of the patient by the injection of a drop intraderm- 
ally into a normal subject. In 24 to 48 hours, or earlier, 
the injected site will react positively to the antigen applied 
by the scratch method or by injection, or, in the case of 
foods, when taken by the mouth. 

It has never been possible to effect the passive transfer 
of sensitivity to external irritants in this way except in a 
few cases in which the reaction provoked by the irritant 
is at the same time eczematous and urticarial. Attempts 
have been made, however, to do this in other ways, and 
there have been a few reports of positive results. The 
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authors used one of the methods for which success had 
been claimed It consisted of provoking dermatitis by 
the application of an irritant to which the patient was 
sensitive, allowing 4 or 5 days for the reaction to subside, 
then producing a blister on the site of the recent dermatitis 
by applying cantharidin, injecting a drop of blister fluid 
into the skin of a normal subject, and applying the irritant 
to the injected site. They chose 5 subjects sensitive to 
five different chemical irritants, and did not succeed in 
transferring sensitivity in any case. They think that the 


* reports of succéss are open to criticism. The problem of 


the nature of epidermal sensitivity to contact irritants is, 
they say, unsolved, and at the same time urgently in 
need of solution. G. B. Dowling 


765. The Gamma Isomer of Hexachlorocyclohexane 
in the Treatment of Scabies 

W. E. Woo_pripGe. Journal of Investigative Dermato- 
logy [J. invest. Derm.] 10, 363-366, May, ‘1948. 3 refs. 


A new scabicidal drug, hexachlorocyclohexane, is 
described. The historical data, physical and chemical 
properties, range of action, toxicity, mode and-site of 
action, and the results of treatment in 72 patients are 
discussed. The author considers that this drug repre- 
sents a distinct advance in the treatment of scabies. 

G. B. Mitchell-Heggs 


‘ 


766. Treatment of Lupus Vulgaris with Vitamin D, 
(Calciferol). Ty6epkynesHOH BONYaHKH 
BHTaMHHOM D, (Kanbundeponom)) 

A. B. WEINSTEIN, V. L. ALTHAUs, and A. R. TATYANIN. 
Ty6epxynesa [Probl. Tuberk.] No. 5, 31-38, 
Sept.—Oct., 1948. 4 figs., 18 refs. 


Fifty patients with lupus vulgaris were treated with a 
preparation of vitamin D, in spirit containing 200,000 
iu. per ml. The daily dose was 100,000 to 200,000 units, 
and treatment usually continued for 4 to 6 months. 
Clinical cure was obtained in 33, great improvement in 6, 
and lesser improvement in 11. Ulcerative lesions re- 
sponded most rapidly. Toxic signs were transient and 
responded to interruption of treatment or lowering of 
dosage. Biopsy examination of material from 11 patients 
after clinical cure revealed complete histological cure 
only in 1 case. Priority jn discovery of this method of 
treatment is assigned to two Soviet workers, Bikhovskii 

_ and Pavlov (1936). S. S. B. Gilder 


767. Calcium Content of Skin in Lupus Vulgaris 
Treated with Calciferol 

K. M. Tomuinson. Lancet [Lancet] 1, 327-328, Feb. 28, 
1948. 3 refs. 


The author investigated’ the calcium content of 
healed lupus scar tissue after treatment with calciferol 
and compared it in 3 out of 4-cases with that of the 
normal skin of the same subjects at the same time; com- 
parison was also made with normal skin of 2 normal 
Subjects, and scar tissue of 2 non-tuberculous wounds. 
In each of 3 patients with lupus there was a marked rise 
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in calcium content of the scar tissue compared with the 
normal skin of the same subject, 68 mg. per 100 g. against 
50 mg., 74 against 48 mg., and 103 against 34 mg. In 
the first 2 cases, the patient had not received calciferol 
for a month and a week respectively. The third patient 
was taking it at the time of the biopsy. In the fourth 
case of lupus the calcium content of scar tissue was 63 mg. 
per 100 g.; the normal skin of this patient was not in- 
vestigated. In the two normal subjects the calcium 
content was 30 and 44 mg. per 100 g. respectively, 
and for the non-tuberculous scars the figures were 35 and 
29 mg. per 100 g. respectively. It is concluded that cal-. 
ciferol makes calcium available to lupus tissue, and this 
may be essential for the arrest of the process. 
G. B. Dowling 


768. Psoriasis of the Nails 

J. Avkiewicz. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.| 60, 195-200, June, 1948. 
3 figs., 7 refs. ol 


A detailed histological study, which is accompanied 
by three good photographs, points to two forms of affec- 
tion of the nails. These are psoriasis unguis punctata 
and psoriasis unguis leucopathica. The analogy to the 
histological appearances of psoriasis of the skin is 
stressed. J. E. M. Wigley 


769. Erythrosis Pigmentosa Peribuccalis 

E. L. Conen. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.| 60, 203-211, June, 1948. 
53 refs. 


A case is reported in which erythrosis was diagnosed. 
The results of histological examination, of the Wasser- 
mann and “ mosaic ”’ tests, and of diascopy are described © 
and the literature is reviewed at length. [The abstracter 
is not quite satisfied that the question of “* cosmetic 
dermatitis ’’ was completely eliminated by the history or 
by patch testing, and it may be that the simple diagnosis 
of seborrhoeic dermatitis cannot be excluded. Hex- 
oestrol and thyroid extract are often helpful in that con- 
dition, together with local applications.] 

J. E. M. Wigley 


770. Sebaceous Glands. I. The Effect of Sex Hor- 
mones on the Sebaceous Glands of the Female Albino Rat 
F. J. Estinc. Journal of Endocrinology Endocrinol.} 
5, 297-302, June, 1948. 3 figs., 9 refs. 


Young female rats were given daily injections for about 
30 days of oestrogen (1 or 100 jxg. of oestradiol benzoate) 
or androgen (1 mg. of testosterone propionate) and their 
skin examined microscopically. The oestrogen treat- 
ment decreased the size of the sebaceous glands by re- 
ducing the number of cells per gland, while androgen 
increased the number of cells and consequently the size 
of the glands. Progesterone injections had no effect. 
The results may have some bearing on the problem of the 
cause and treatment of acne. Peter C. Williams 
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Venereal Diseases 


SYPHILIS 


771. Results of Penicillin Treatment in Congenital 
Syphilis. (Eenige resultaten van de behandeling van lues 
congenita met penicilline) 

S. J. De Jonc. Maandschrift voor Kindergeneeskunde 
[Maandschr. Kindergeneesk.] 16, 161-166, May, 1948. 
7 refs. 


Penicillin was given (a total of 300,000 units per kilo 
body weight) to 26 children with congenital syphilis. 
In 17 of these children no abnormal reactions were seen, 
while in the other 9 only a rise in temperature lasting for 
1 day, and anorexia lasting for a few days, were observed 
at the beginning of treatment. Fourteen were cured 
after 3 months’ treatment. In 9 cases treatment for a 
further 3 months with a total of 500,000 units per kilo 
body weight failed. Complete recovery was obtained 
in these cases after administration of neoarsphenamine. 
There were 3 deaths, 1 being from bronchopneumonia 
and 2 from severe digestive disturbances. 

N. M. Drijber-Buys 


772. Techniques in Evaluation of Rapid Antisyphilitic 


Therapy 

A. P. IskRANT, R. W. BowMan, and J. F. DONOHUE. 
Public Health Reports |Publ. Hith Rep., Wash.} 63, 965-— 
977, July 23, 1948. 1 fig. 


The method of statistical analysis adopted by the 
Venereal Diseases Division of the United States Public 
Health Service is designed to make adjustments for the 
progressive loss of patients and the addition of new 
patients to the series. The patients are grouped accord- 
ing to their observation period in months and against 
each group are listed a number of columns (a-o), the 
first giving the total numbers actually seen during these 
post-treatment periods (a). The percentage observed (b) 
is the number of cases seen in a period divided by the 
number of cases seen in the previous period, after deduct- 


ing the cases re-treated in the previous period expressed * 


as a percentage. Thus the formula for the entry in 
column (b) for any period “ n”’ is as follows:— 


an 
* 1 

where a,=entry in column (a) for period “ n”’, a(n—1) 
=entry in column (a) in period before “n”’’, and c(n—1) 
=entry in column (c) for period before “‘n”. Column 
(c) represents the actual number of cases re-treated at 
each particular period. Column (d) is headed “ re- 
treated cases carried forward per month” and the 
formula for this column for any period “ n”’ is 


) 


when b,,=entry in column (b) for period “ n”’, and so on. 
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Column (e) is an adjusted figure of the total cases 
observed and equals the sum of entries in columns () 
and (d). All percentages of re-treatment or serum. 
positivity and serum-negativity are calculated with 
column (e) as a base. Column (f) is the percentage of 
cases re-treated and is the percentage (c) isof(e). Column 
(g) is the cumulative percentage re-treated where the 
monthly figures in (f) are progressively added. Column 
(h) refers to the number of cases not re-treated but witha 
positive blood test observed in a period plus the number 
of cases not seen in this period but considered positive 
on the basis of subsequent observation. The percentage 
of these (k) is the percentage (h) is of (e). The number 
of cases with negative blood test in the period, with the 
number of cases not seen at this period but considered 
negative on the basis of subsequent observation, is 
recorded in column (m), while column (0) records these 
as a percentage, being the percentage (m) is of (e). 

With this technique the sum of the percentages of 
re-treated cases, serum-negative cases, and non-treated 
serum-positive cases always equals 100 in any observation 
period considered. In another method (“life table” 
method) the same hypothesis is adopted (that is, that 
lapsed cases would have the same experiences as observed 
cases) but lapses are adjusted for by a different mathe- 
matical technique. The same re-treatment rates are 
obtained but the serum-negativity rates are less en- 
couraging. The results of these two methods applied to 
the same schedule are contrasted with those obtained by 
six other methods all commonly used and criticized by 
the authors. Very divergent findings are noted, and 
some indeed may theoretically produce cumulative 
re-treatment rates of above 100%. [This paper deserves 
the careful study of all venereologists called upon to 
handle large groups of figures.] R. R. Willcox 


773. Continuous Method of Intensive Treatment of 
Fresh Forms of Syphilis. (Henpeppisxpii Meron HHTEH- 
CHBHOrO JIeYeHHA CBexKHX POpM 

A. S. ZENIN and B. A. ELMAN. Beneponoruu 
u [lepmatronoruu [Vestn. Vener. Derm.] No. 1, 16-21, 
Jan.—Feb., 1948. 


A modified Eagle schedule for intensive arsenotherapy 
was used at Kuibishev in 286 cases of primary and early 
secondary syphilis with success. Only 200 patients com- 
pleted the course, and 86 of these were followed up 4 to 
13 months later. All were symptom free, but there were 
2 cases of serological relapse. The authors are satisfied 
that their schedule is as safe as older, more prolonged, 
courses. They use “ mapharside” (oxophenarsine 
hydrochloride U.S.P.) or “‘ sovarsen”’ (a Soviet arsen- 
oxide preparation) in doses of 60 and 70 mg., respect- 
ively, daily for 15 days, then every other day to a total 
of 20 mg. mapharside (23 mg. sovarsen) per kilo body 
weight in serum-negative primary syphilis, or 25 mg. 
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(29 mg. sovarsen) in-serum-positive primary or secondary 
syphilis. “ Biochinol” [a quinine iodobismuthate 

tion] is given daily as an adjuvant. There 
was no difference between effects of mapharside and 
sovarsen, save that reactions with the latter were milder. 
Treatment had to be interrupted i in 9 cases (in 4 for inter- 
current illness, in 3 for fever, in 2 because of drug re- 
actions). Minor side-effects (7-6% of injections) tended 
to occur in secondary syphilis, in women, and in the first 
half of the course. No jaundice was observed. 

S. S. B. Gilder 


714. Tolerance to Oxophenarsine in Intensive Courses 
of Therapy of Syphilis. (O mepeHocumocru apceHo- 
KCHIOB B CBA3H C IPHMCHEHHEM YMOTHEHHOrO Kypca 

M. S. KAPLUN. Becruuxk Bexeponorun u [lepmarto- 
norun [Vestn. Vener. Derm.] No. 1, 21-24, Jan.—Feb., 
1948. 9 refs. 


A Soviet government commission has laid down the 
following scheme for treatment of syphilis with oxo- 
phenarsine hydrochloride U.S.P. (“mapharside”). The 
initial dose is 40 mg. with subsequent doses of 60 mg. 
twice a week to a total of 700 mg. for a course. The 
interval between courses [the total number is not 
stated] should be 3 weeks. The author discusses 
tolerance to oxophenarsine in the light of his experience 
in 137 cases of syphilis treated in hospital by injections 
twice weekly to a total of 580 mg. for men and 430 mg. 
forwomen. In 6 cases treatment had to be interrupted ; 
in 88 cases there: were no reactions. Of the remaining 
patients (31%), 24 had general malaise, 10 fever, 26 head- 
aches, 30 gastro-intestinal disorders, 3 jaundice, 18 tooth- 
ache and gum pain, 7 rashes, 2 angioneurotic symptoms, 
and 11 pain along the veins. It is considered that while 
such a course is safe for in-patients general use in am- 
bulatory cases may not be justified. S. S. B. Gilder 


715. Penicillin Therapy in General Paresis 

G. D. WEICKHARDT. American Journal of Psychiatry 
[Amer. J. Psychiat.] 105, 63-67, July, 1948. 4 figs., 10 
tefs. 


The author treated 100 patients suffering from general 
paresis as follows. Sixty received 6,000,000 units of 
penicillin (25,000 units every 3 hours for 30 days) and 40 
received the same amount of penicillin and underwent 
7 to 18 rigors from quartan malaria. The two groups 
were very similar as regards age, type of psychosis, dura- 
tion of symptoms, and previous chemotherapy; all were 
followed up for 6 months but many more of the “ peni- 
cillin only ’” series were observed for 18 to 24 months. 
On the cerebrospinal fluid the effects of the two forms of 
treatment were much the same as regards cell count, pro- 
tein content, and colloidal gold reaction, but the Wasser- 
mann reaction in the “* penicillin and fever ’’ group tended 
to weaken more quickly than in the “ penicillin only ”’ 
group. From the clinical point of view results were more 
difficult to assess; maximum gain in weight was observed 
after 18 months in those given penicillin only and after 24 
months in those given penicillin and fever therapy. 


[According to Table 2 only 2 patients in this group were 
followed upfor24months.] Of those given penicillinonly 
4 died (7%), 28 (47%) showed slight improvement, 11 (18%) 
showed moderate improvement, and 17 (28%) marked 
improvement; the corresponding figures for those given 
penicillin and fever therapy were 2 (5%), 17 (43%), 11 
(27%), and 10 (25%). Six patients received a second 
course of penicillin because protein content and cell count 
of the cerebrospinal fluid had not been reduced to normal; 
of the 6 deaths, 1 was due to pyelonephritis, 1 to pneu- 
monia, and 1 to coronary thrombosis, while 2 were due to. 
pulmonary tuberculosis and 1 patient committed suicide. 
No correlation between clinical and serological response 
to treatment was noted. It is concluded that penicillin 
is of definite value in the treatment of general paresis but 
that until further experience is gained its use should be 
combined with malaria therapy. In the discussion which 
followed it was pointed out that penicillin was likely to. 
affect mesodermal changes, and malaria parenchymatous. 
ones. T. E. Osmond 


116. The Kahn “ Optimal Zone Reaction ’’ in Sero- 
negative Cases of Neurosyphilis 

D. Boersma and P. G. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 32, 370-376, July, 1948. 1 ref. 


The Kahn “ optimal zone reaction ” is a supplementary 
procedure applicable to known syphilitic sera giving 
negative reactions with the standard test. Instead of 
three serum—antigen ratios, 12 are employed—namely, 
76:1, 100: 1, 150: 1, and 200: 1. 

The sera of 26 patients suffering from various forms of 
neurosyphilis, giving negative reactions with the standard 
test, were submitted to the “‘optimal zone ”’ test: patients 
included 14 with paresis or taboparesis, 7 with tabes, 4 
with a symptomatic neurosyphilis, and 1 with transverse 
myelitis; spinal fluid from 22 of these gave positive 
reactions with the standard test and from 2 with the pre- 
sumptive test. The optimal zone reactions are divided 
into three zones: (1) serum—antigen ratios 1 : land2: 1; 
(2) ratios 3:1, 6:1, and.12:1; (3) ratios from 
24:1 to 200:1; 21 of the 26 sera tested gave positive 
reactions in zone (3) whereas 50 non-syphilitic sera, used 
as controls, gave negative optimal zone reactions. All 
the 26 patients had received considerable amounts of 
antisyphilitic therapy. The technique of the optimal 
zone test is similar to that of the standard Kahn test: 
the antigen is measured with a 0-1 ml. pipette graduated in 
0-001 ml.: the serum is measured in amounts up to. 
0-2 ml. with a 0-2 ml. pipette graduated in 0-001 ml. and. 
in amounts over 0:2 ml. with a 1 ml. pipette graduated in 
0-01 ml. Tubes are shaken for 3 minutes, saline is. 
added, and results are read at once and again after 24 
hours in the water-bath at 37°C. Particulars of the 26. 
patients—diagnoses, duration of the disease, treatment, 
and results of blood and spinal fluid tests—are given in one 
table, and the technique of the optimal zone procedure in 
another. 

[The detection of minimal amounts of reagin in the 
sera of neurosyphilitic patients with positive spinal fluid 
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does not appear to be of much practical value, but the 
optimal zone reaction might be helpful in testing sera 
from treated syphilitic patients who give negative 
reactions with routine tests and so in assessing progress 
and establishing cure.] T. E. Osmond 


777. Treatment of Neurosyphilis with Penicillin Alone 
B. DATTNER. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.] 32, 399-403, 
July, 1948. 4 refs. 


This report concerns 376 cases of previously untreated 
neurosyphilis in which active spinal-fluid changes were 
present before penicillin was given. ‘In this series the 
total dosage varied from 2 to 9 mega units and the 
number of injections ranged from 75 to 200. Some 67 
patients were lost to observation and 8 died within 6 
months of treatment. The remaining 301 patients were 
followed up for more than 6 months; 10% were observed 
for more than 3 years, 35% for more than 2 years and 
70% for more than 1 year. Treatment was evaluated 
on the results of repeated spinal-fluid examinations, 
success being reflected by a return towards normal in the 
findings. Such improvement was usually observed in the 
cell count, protein values, colloidal gold changes, and 
quantitative complement-fixation tests in that order. 
Thirty-four patients (11%) required further treatment, and 
of these over half responded well to a second course with 
larger total doses of penicillin alone. The results in the 
remainder are still undetermined. The diagnoses in this 
series and the number of failures after the first course of 
penicillin were as follows: 


Number 
Successfully 
Diagnosis of Failures 

Patients | Re-treated 
Asymptomatic a 61 8 6 
Meningovascular .. 75 13 7 
Tabes dorsalis 83 7 
Dementia paralytica | 53 6 4 
Taboparesis ma 29 0 0 
| 301 19 

S. M. Laird 


778. Neurosyphilis in the Tropics 
M. J. Cook. Journal of Venereal Disease Information 
vener. Dis. Inform. 29, 204-207, July, 1948. 6 refs. 


The findings in the cerebrospinal fluid of 1,028 patients 
(848 negro) whose blood gave repeated positive sero- 
logical reactions for syphilis during a mass survey in 
Trinidad are reviewed; 823 fluids (80%) were normal, 
in 52 (51%) the cell count was increased to 6 to 150 cells 
per c.mm. without other abnormality, and in 153 there 
was a positive reaction, with minimal changes in 126 and 
marked changes in 27. 

The clinical records of 527 of these patients were 
studied and 110 were believed to have suffered from yaws. 
This belief was based on the finding of active lesions in 3 
and scars of old yaws or a history of the disease in the 
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presence of a low serological titre and a negative spinal 
fluid in the remainder. Thus 417 patients were cop. 
sidered to be syphilitic. Of these 82 (19-72%) were found 
to be suffering from neurosyphilis—48 had asymptomatic 
neurosyphilis, 13 tabes dorsalis, 1 taboparesis, 5 Paresis, 
5 meningo-vascular syphilis, 2 vascular syphilis, and g 
optic atrophy without other clinical evidence of syphilis, 
Nine other patients with clinical neurosyphilis also had 
optic atrophy. It is thus concluded that neurosyphilis is 
no great rarity amongst negroes in the tropics. 
R. R. Willcox 


779. Detection of Primary Cases of Syphilis without 
Clinical Symptoms by Serological Tests Only 

J. Desneux. British Journal of Dermatology and 
[Brit. J. Derm. Syph.] 60, 235-238, July—Aug,, 


The findings in this paper refer to Brussels during’ the 
period after June, 1940, when under German occupation 
there was official control of prostitution with regular 
compulsory examination. Within a few months 1,200 
girls were registered and were examined twice weekly, 
serological tests being performed once every 2 months. 

In 6 years, 1940 to 1946, 565 patients with syphilis were 
observed at the principal venereal diseases centre: 62 had 
primary and 84 had secondary syphilis, while 419 were 
free of all physical signs and the condition was recognized 
only by routine serum testing. Of the latter 249 had 
latent syphilis discovered at previous examination or 
inferred from the history, but the remaining 170 cases 
were apparently of recent origin. 
consisted of simultaneous Wassermann, Kahn, and 
Meinicke tests, which were repeated several times when 
necessary. Syphilis d’emblée’’ or “* syphilis décapitée” 
is discussed and it is computed from this series that in 
syphilis the primary stage is apparently missing in the 
female in over 50% of cases. In how many the secondary 
stage would also have been absent cannot be computed. 

[The title of this paper, first delivered over 2 years ago, 
is apt to be misleading. The emphasis is on “ primary 
cases of syphilis” rather than on “cases of primary 
syphilis ”’.] R. R. Willcox 


780. Extragenital Chancres. A Survey of 219 Cases 
H. A. Tucker and J. L. MULHERIN. American Journal 
of Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 32, 345-364, July, 1948. 7 figs., 19 refs. 


The authors studied the records of 219 patients with 


- extragenital chancres treated between 1914 and 1947 in 


the syphilis clinic (160) and paediatric division (22) of the 
Johns Hopkins Hospital and in private practice (37). 
Patients between 21 and 40 years of age made up 61% of 
the series, corresponding closely to the age distribution of 
genital chancres. There was a significant preponderance 
of extragenital chancres in females and in white persons, 
and various explanations are advanced. The infor- 
mation available concerning the source or mode of in- 
fection was seldom complete or reliable, but in most cases 
immediate sexual contact with patients with infectious 
lesions of syphilis seemed the most likely explanation. 


The blood tests 
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The lip was the commonest site, even in negroes, chancre 
of the lip being found in 69% of clinic patients, 52°5% of 
private patients, and 38-5% of children under 14 years 
of age. The extragenital chancre was single in 91-6% 
of patients, and satellite buboes were noted in 73-1%. 
Manifestations of secondary syphilis were present at the 
time of diagnosis in 48%, illustrating once again the con- 
siderable delay in diagnosis that commonly occurs when 
primary syphilis presents in an extragenital site. The 
authors emphasize the need for suspecting syphilis more 


‘often when there is an indolent, indurated lesion any- 


where on the body, especially if it is accompanied by 
unilateral adenopathy. 

[This study of extragenital chancres is most informa- 
tive and valuable. It should be read in full by all those 
concerned in the diagnosis of early syphilis.] 

S. M. Laird 


781. Further Observations of the Electrocardiographic 
Changes in Early Syphilis 

H. P. STEIGHER and J. EDEIKEN. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases {Amer. J. 
Syph.] 32, 391-398, July, 1948. 1 fig., 7 refs. 


The authors have studied the changes in the electro- 


_ cardiogram before, during, and after penicillin therapy 


in patients with dark-field-positive early syphilis. They 
have previously reported T-wave abnormalities and in 
some cases also RS-T segment changes in the limb 
and/or chest leads in 15 of a series of 30 patients. 
There was no evidence of interference in conduction. 
The present report gives the results of a similar investiga- 
tion of a further 40 cases of early syphilis treated with 
penicillin alone. -Similar electrocardiographic changes 
were noted in 42-5% of this second group, giving an 
aggregate of 45-7°% for the whole series of 70 patients. 
Investigation of 8 non-syphilitic controls who received 
similar penicillin therapy revealed no electrocardio- 
graphic abnormality, and it is concluded that such 
abnormalities were not caused by penicillin but are 
felated to syphilitic infection. The authors have ex- 
cluded, so far as possible, such causes as diabetes, 
hypertension, heart disease, change in position, hyper- 
ventilation, drugs, anaemia, and tachycardia. The 
changes in the electrocardiogram could not be correlated 
with the occurrence of Herxheimer reactions, weight, or 
racial type, and were transient in some cases but in others 
persisted for some months. S. M. Laird 


782. Cardiolipin Slide Test in the Serodiagnosis of 
Syphilis 

S. J. Kiem and G. M. Letpy. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 32, 377-390, July, 1948. 5 figs., 15 refs. 


For the cardiolipin test the antigen emulsion is pre- 
pared as follows: 0-85 ml. of double distilled water is 
pipetted into a glass-stoppered bottle; 10 ml. of a 1% 
solution of cholesterol is pipetted with continuous 
agitation down the side of the bottle; the bottle is rotated 
for 20 seconds; 0-1 ml. of alcoholic solution containing 
0-2 mg. cardiolipin and 1-6 mg. lecithin (ratio 1 : 8) is 


pipetted down the side of the bottle; the emulsion is 
shaken vigorously for 1 minute; 2°45 ml. of 0-85% NaCl 
is added rapidly. For the test 0-05 ml. inactivated serum 
is placed in the concave depression of an agglutination 
slide and one small drop of antigen is added with a 2 ml. 
syringe fitted with a No. 25 needle [it would appear that 
the size of this drop must vary with the bevel of the 
needle and the angle at which it is held]. The slide is 
rotated on a flat surface for 4 minutes and results are 
read with a low-power objective (x 100). Sixty sera 
can be tested and read in 15 minutes [presumably by one 
person]. Large clumps signify a positive reaction and 
small clumps a doubtful one. The cardiolipin test 
(1 : 10) was carried out in parallel with the Kahn test on 
3,626 sera from non-syphilitic persons; the former 
showed a specificity of 97° compared with 98-4% for 
the Kahn test. In the case of 99 strongly positive 
syphilitic sera the cardiolipin (1 : 10) test had a sensitivity 
of 99%; tests on 56 weakly positive sera gave the follow- 
ing sensitivity percentages: cardiolipin 92-8, Kahn 
73:2; with all the 155 sera percentages were: cardio- 
lipin 96-8, Kolmer complement-fixation test 90-3, and 
Kahn 87-7. In order to discover the optimum cardio- 
lipin—lecithin ratio, various combinations were tried out 
with strongly positive, weakly positive, and negative . 
sera. dn general it was found that increasing the 
amount of lecithin increases sensitivity and decreases 
specificity and that probably 1 : 8 is the optimum ratio: 
with this latter, specificity reached 97-8%. Sera from 23 
patients with acute malaria were tested; 6 gave false 
positive Kahn reactions but all gave negative cardiolipin 
(1 : 10) reactions. T. E. Osmond 


783. The Rate of Development and Degree of Acquired 
Immunity in Experimental Syphilis 

H. J. MAGNUSON and B. J. ROSENAU. American Journal 
of Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 


. Syph.] 32, 418-436, Sept., 1948. 3 figs., 30 refs. 


This study of immunity is based on the concept that 
immunity may be relative and that degrees of immunity 
may exist which will be adequate to deal with minimum 
inocula but may be inadequate to overcome larger 
inocula. 

The authors’ investigation in the rabbit, in which a 
quantitative approach to the problem is used for the first 
time, is especially concerned with the duration of the 
original infection before treatment in relation to the 
degree of acquired immunity. The Nichols strain of 
Treponema pallidum was used throughout. The inocu- 
lum was prepared by injecting 10’ organisms into both 
testes of normal rabbits; 14 days later the testes were 
removed and minced, and then ground with 4 ml. of an 
equal mixture of normal rabbit serum and isotonic salt 
solution. After centrifuging, the treponemata in the 
supernatant fluid were enumerated. Suitable dilutions 
of the emulsion were prepared with 50% serum-salt to 
give the desired number of treponemata in 0:2 ml. The 
infectivity of the inoculum was checked on at least 
3 normal rabbits before use. In the animals studied 
the original infection was produced by either single 
intratesticular or multiple graduated intracutaneous 
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inoculations; for the later secondary post-treatment 
inoculations the original route was used. ; 

The 263 infected animals used were treated at either 3, 
6, 12, or 24 weeks after inoculation. ‘* Mapharside ’’ or 
penicillin was used. As controls on the efficacy of the 
treatment a certain number of animals in each group 
(total 51) were not reinoculated. The expected immun- 
ity of the treated animals was challenged by reinoculation 
6 weeks after treatment. For reinoculation purposes 
suitable dilutions of the emulsion, prepared as for the 
original inoculations, in 50% serum-salt were made so 
that the desired number of treponemata would be con- 
tained in 0-2 ml. Reinoculations were made with ten- 
fold dilutions of the emulsion containing from 2 x 105 to 
2 organisms. The rabbits were subsequently examined 
twice weekly for 3 months. If during this period of 
observation a dark-field-positive lesion appeared the 
animal was considered to have developed a symptomatic 
infection. If at the end of 3 months no lesions had 
appeared both popliteal lymph nodes were removed and 
an emulsion of them was inoculated into the testis of 
2 normal animals, which were subsequently examined 
twice weekly for 90 to 100 days. If a dark-field-positive 
lesion developed in this test animal the original animal 
was classified as having an asymptomatic infection. If 
no lesions appeared in these node-transfer recipients 
their testes were removed, emulsified, and examined for 
T. pallidum. In the absence of treponemata and there- 
fore of infection of the test animal the original animal was 
classified as having been immune to reinoculation. 

In general the type of response obtained depended upon 
the two varying factors—the duration of the original 
immunizing infection before treatment and the number of 
treponemata in the inoculum. As the duration of the 
original infection was increased from 3 to 24 weeks, before 
being cut short by treatment, a progressive increase in the 
number of treponemata was required to produce the 
symptomatic or asymptomatic state of infection. The 
gradual increase in the degree of immunity in the 3 to 24 
week period of the untreated infection following intra- 
cutaneous inoculation is well portrayed in a figure, in 
which the decrease in the frequency of symptomatic 
infection and the increase in that of asymptomatic 
re-infection at 6 and at 12 weeks is clear, as is also the 
establishment of complete immunity to symptomatic 
re-infection (but not to asymptomatic re-infection) by 
the twenty-fourth week. 

The authors point out that their data indicate that 
there is a minimal immunity demonstrable within 3 weeks 
of infection, and that there is an appreciable increase in 
the threshold required to produce symptomatic infection. 
The development of immunity is progressive through the 
24-week period under study, and towards the end of this 
period the animal is completely immune to several 
thousand times the original infecting dose. The results 
after mapharside or penicillin therapy are much the same. 
The authors discuss the pathogenesis of asymptomatic 
infection (which is a rarity in the infected. but untreated 
rabbit) and presume that a few treponemata have evaded 
the local barriers and have reached the lymph nodes. 
They regard the ultimate fate of treponemata causing these 
asymptomatic infections and their effect on the host as 
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of the utmost importance, and regret that the course of 
experimental syphilis in the rabbit does not provide an 
answer to the problem. : 

In attempting to apply this work to the course of 
syphilis in man the authors consider that in patients 
treated early “ re-infection ” will tend to be of sympto. 
matic type, whereas those not treated until the secon, 
stage will, on re-infection, be more likely to develop an 
infection of asymptomatic type evident perhaps only as q 
serological relapse. 

[The implications of this work to clinicians are of 
importance and will cause them to ponder deeply over the 
common question of relapse or reinfection in their 


patients. It should be read in the original by all syphilo. 


logists, for it is impossible to do full justice to this 
extensive and thoughtful article in a brief review.} 
V. E. Lloyd 


784. Therapeutic Efficacy of Sodium Penicillin and of 


- Penicillins F and X in Experimental Rabbit Syphilis 


P. D. RosAHN, B. Guert, and C. L. Rowe. American 
Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 32, 317-326, July, 1948. 1 fig., 8 refs. 


Male rabbits were given intratesticular inoculations of 
Nichols’s strain of Treponema pallidum, and were 
observed until a dark-field-positive lesion was found. 
They were then given penicillin in twenty-four 4-hourly 
equal doses and observed for 4 months. If no dark-field- 
positive syphiloma had developed the animals were 
killed and material from popliteal lymph nodes was 
transferred into other rabbits. Three penicillins were 
tested. One was a commercial penicillin containing 
30% of F, 35% of G, and 35% of K. The others con- 
tained 90% or more of crystalline penicillin F and X. 

Up to seven dosage schedules were employed in some 
29 experiments involving 4 to 12 rabbits each. The 
CD 50 of crude penicillin was 2,375 units per kilo body 
weight, that of crystalline F was 8,000 units per kilo, and 
that of X was 4,400 units per kilo. Assuming penicillin 


G to be 100, the comparative potency of the other 


fractions are assessed as X=34, F=19, and K>9. 
This is in accord with the findings of other workers. 
R. R. Willcox 


785. Factors Affecting the Survival of Treponema 
pallidum in vitro 

R. A. NELSON. American Journal of Hygiene [Amer. J. 
Hyg.) 48, 120-132, July, 1948. 4 figs., 24 refs. 


Little seems to be known concerning the survival 
of Treponema pallidum under varying conditions; in 
citrated human blood and plasma at 5° C. all die within 
72 hours, though at —76° C. they will survive for years; 
in the chick embryo they apparently survive for only 4 
hours. In order to study factors which affect survival, 
the author inoculated the virulent Nichols strain into 
testes of rabbits and removed the latter within 24 to 48 
hours after recognizable lesions had appeared. He used 
2 techniques for extraction of spirochaetes from the 
rabbit tissues; details of these cannot be given in full but 
the important points are the washing of the tissue with 


=. 


= 


GONORRHOEA 


cold normal saline, making a suspension in a “ basal 
medium” consisting of crystalline bovine albumin, 
phosphate buffer, sodium thioglycollate, cysteine, 
glutathione, sodium pyruvate, a mixture of vitamins, 
sodium bicarbonate, and sodium chloride, and rotatory 
shaking in an atmosphere of 1 or 5% carbon dioxide 
followed by filtration to remove gross tissue and sperma- 
tozoa. The main factors in maintaining viability of spiro- 
chaetes are: (1) maintenance of anaerobiosis by means 
of an atmosphere of 95% nitrogen and 5% carbon dioxide, 


-and sodium thioglycollate; (2) albumin; (3) a pH of 6:8 


to 7°8, preferably 79; (4) inorganic phosphate; (5) a tem- 
perature of 30° C.; (6) tissue extract; (7) glutathione and 
cysteine; (8) sodium pyruvate. Under the conditions 
of the experiment spirochaetes did not multiply but did 
grow in length and tended to produce filamentous pro- 
jections at one or both ends; half-life of the organisms 
was prolonged for 6 to 8 days and they retained their 
virulence. Various substances tended to reduce viability ; 
for example, ascorbic acid and crystalline penicillin G 
caused immobility in the range from 0-001 to 0-1 yg. per 
ml. but did not cause more rapid immobilization beyond 
the latter figure. It is suggested that this method of 
prolonging the life of spirochaetes may .be useful for 
studying new antibiotics or chemotherapeutic agents. 
T. E. Osmond 


786. The Nutritional Requirements of Treponemata. 
I. Arginine, Acetic Acid, Sulfur-containing Compounds, 
and Serum Albumin as Essential Growth-promoting 
Factors for the Reiter Treponeme 

H. EaGie and H. G. STEINMAN. Journal of Bacteriology 
[J. Bact.] 56, 163-176, Aug., 1948. 3 figs., 17 refs. 


GONORRHOEA 


787. Combined Penicillin-Sulphonamide Therapy of 
Gonorrhoea in Girls. meHH- 
TOHOppen y 

E.N.TURANOVA. BectHuk Bexeponoruu xu [lepmatono- 
ruu [Vestn. Vener. Derm.] No. 1, 36-39, Jan.—Feb., 1948. 


A total of 111 female children were treated for gonor- 
thoea, 80 with penicillin and sulphathiazole, 20 with sul- 
phathiazole alone, and 11 with penicillin alone. It is 
considered that the best results were obtained with the 
combined treatment, which was carried out in two ways. 
Group 1 received a total of 50,000 units of aqueous 
penicillin intramuscularly in 3 doses at 3-hour intervals, 
the first injection being given 1 hour: after the first dose 
of sulphathiazole. These patients also received a total 
of 10 g. sulphathiazole in 3 days. Patients in Group 2 
were given 75,000 units of penicillin instead of 50,000 
units, the rest of the schedule being unchanged. Control 
groups received 10 g. sulphathiazole alone (10 failures 
out of 20) or 50,000 to 80,000 units penicillin alone (all 
failures). 

Of the 40 in Group 1, 35 were cured (6-month follow- 
up). Two of the failures are ascribed to the presence of 
rectal lesions, penicillin being destroyed in the gut by the 
penicillinase produced by the intestinal flora. Of the 40 
in Group 2, 37 were cured. Resistance to sulphonamides 

M—Q 


_and resistance to penicillin are apparently unrelated. A 


second course with a different brand of penicillin cured 
1 case previously unsuccessfully treated; the father of this 
child also had gonorrhoea, which responded to American 
penicillin but not to Canadian or Soviet penicillin. 

S. S. B. Gilder 


788. Oral Penicillin in the Treatment of Gonococcal 
Infection. (Onsir mepopanbHoro MeHH= 
I. M. Porupomiskit and G. L. ZaLutski. Bectruuk 
Bexeponoruu u (Vestn. Vener. Derm.] 
No. 1, 33-35, Jan.—Feb., 1948. 


The treatment of sulphonamide-resistant gonorrhoea 
with oral penicillin was investigated at the Central 
Dermato-Venereological Institute, U.S.S.R. In a pilot 
study on 35 cases, 200,000 units were given in 3 schedules: 
(1) 40,000 units 4-hourly by day cured 3 out of 10 
infections; (2) 40,000 units 2-hourly by day cured 7 out 
of 11; (3) 40,000 units 2-hourly by night with the 
patient fasting cured 13 out of 14. The third schedule 
was then adopted in the treatment of 97 cases, Soviet 
penicillin being used in gelatin capsules containing 10,000 
to 15,000 units and 0-5 g. sodium citrate; 47 patients 
received 200,000 and 53 had 300,000 units; 73 infections 
had already proved sulphonamide-resistant. Oral peni- 
cillin cured 79; gonococci disappeared from the dis- 
charge more slowly than after intramuscular penicillin. 
Discharge usually lasted for from 3 to 5 days, but in 7 
cases for more than 7 days. In 8 out of 14 failures, a 
second course of 500,000 to 600,000 units orally cured 
the infection. S. S. B. Gilder 


789. Reliability of 24-hour Incubation for Gonococcus 
Cultures in Ascitic Fluid-Tyrothricin-Difco Chocolate Agar 
J. JOHNSTON. Journal of Venereal Disease Information 
[J. vener. Dis. Inform.] 29, 208-211, July, 1948. 4 refs. 


** Of 200 positive gonococcus cultures plated in dupli- 
cate 197 (98-5%) were positive after 24-hour incubation 
on ascitic fluid—tyrothricin— difco ’ chocolate agar; and 
189 (94-5%) were positive after 4-hour incubation on 
difco chocolate agar with the addition of ‘ supplement 
999 

Material for culture was obtained on hard dry sterile 
swabs and placed in 0-5 ml. of a holding solution con- 
sisting of equal parts of sterile ascitic fluid and proteose 
peptone No. 3 broth. In females the urethral and cervical 
culture swabs were kept in the same holding tube for a 
period not exceeding 3 hours in the ice box, before being 
planted on the medium. In comparing the results both 
numbers and sizes of the gonococcus colonies were noted, 
as were those of the contaminants. Of 68 positive 
gonococcus cultures plated in duplicate on difco 
chocolate agar with supplement A, 54 were positive after 
incubation for 24 hours, and 68 were positive after 48 
hours. A 24-hour incubation period on ascitic fluid- 
tyrothricin—difco chocolate agar is thus recommended as 
a reliable procedure for gonococcus culture; this finding 
confirms the previously reported experience of the author. 

R. R Willcox 
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Genito-Urinary Disorders 


790. The Diet and Hormonally Induced Nephro- 
sclerosis ‘ 

E. C. Hay, J. L. Prapo, and H. Serye. Canadian 
Journal of Research (Canad. J. Res.] 26, 212-227, June, 
1948. Bibliography. . 


A series of experiments were performed on young male 
rats, weighing about 50 g., castrated and partially 
nephrectomized, in order to determine whether a change 
in the carbohydrate : protein ratio of their food would 
influence the nephrosclerotic activity of lyophilized cattle 
anterior pituitary (LAP), and to which dietary factor any 
difference could be attributed. The animals were given 
1% sodium chloride to drink and a mixed vitamin supple- 
- ment, fat, and cod-liver oil. Group 1 (10 animals each) 

was fed on a commercial animal food containing 50% 
_ carbohydrate and 26% protein, the second on the same 
but with protein reduced to half the former concentration 
by adding 50% cornflour; groups 3 and 4 were fed on 
these diets and received injections twice daily of 10 mg. 
LAP subcutaneously. After 26 days 7 of the surviving 
8 animals of group 3 showed marked renal and adrenal 
hypertrophy and nephrosclerosis; this latter was absent 
in all other animals. In further experiments, in which 
the amounts of B vitamins or choline in the diet were in- 
creased, the mortality rate decreased and the condition 
of the rats fed on a low-protein diet improved. No 
animal on a diet containing only 15% protein (casein) 
developed nephrosclerosis as a result of simultaneous 
LAP injections, but 30% of casein led almost invariably 
to nephrosclerosis, which was not prevented by a normal 
supply of vitamins. Synthetic diets containing different 
protein preparations (gelatin, zein, egg albumen, gluten) 
permitted satisfactory growth and yet resulted in kidney 
disease of considerable though varying degree. 
L. H. Worth 


791. Use of Continuous Caudal Analgesia for Control 
of Hypertension in Acute Nephritis 

J. G. HuGues, G. S. Lovesyoy, H. D. Lynn, and R. A. 
HINGSON. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 75, 291-308, March, 1948. 2 figs., 
8 refs. 


An ingenious and highly technical method for the re- 
duction of marked hypertension and cardiac failure in 
acute nephritis is suggested for the rare cases in which 
intramuscular magnesium sulphate has failed. A ureteric 
catheter is passed some centimetres into the sacral canal 
through a wide needle inserted into the sacral hiatus, and 
caudal analgesia is administered by injections of “* mety- 
caine hydrochloride ” intermittently. A dramatic reduc- 
tion of hypertension may be obtained. The mechanism 
appears to be a blocking of sympathetic nerves in the 
areas anaesthetized, with vasodilatation of the lower 
limbs, which increases the vascular bed. W. G. Wyllie 


792. The Effect of Spinal Anesthesia on the Renal 
Ischemia in Congestive Heart Failure 

R. Moxororr and G. Ross. Journal of Clinical Investi- 
gation [J. clin. Invest.| 27, 335-339, May, 1948. 2 figs, 


12 refs. 


High spinal analgesia caused no significant changes 
in renal plasma flow and glomerular filtration rates in 
11 cases of chronic congestive heart failure. The 
ischaemia with vasoconstriction associated with this 
condition cannot be attributed, therefore, to neurogenic 
stimulation following a fall in cardiac output. 

_. E. F. McCarthy 


793. Acute Uraemia 


S. G. ZoNDEK. British Medical Journal [Brit. med. J.] 
2, 248-251, July 31, 1948. 10 refs. 


The author considers that extrarenal uraemia is 


probably the most frequent form of acute uraemia. . 


The characteristics are: (1) the kidney is not primarily 
involved; (2) there is increased endogenous breakdown 
of protein diagnosed by “* syniptoms such as an increase 
of non-protein nitrogen in the blood and a dissociation of 
the urea—sodium-chloride excretion’’ (much urea and 
little sodium chloride in the urine). 

To show that primary renal disease, as well as many 


' other diseases, can cause extrarenal uraemia, 3 cases are 


quoted. A man with urinary-tract calculi, a high blood- 
urea, and a generalized infection was regarded as having 
extrarenal uraemia, since the urifiary sodium chloride/ 
urea ratio was 1 : 23. For similar reasons, a case of 
chronic nephritis and pyrexia of unexplained origin is 
classed as a case of extrarenal uraemia. A third case is 
also quoted. After discussing the pathogenesis of the 
syndrome, the author states that the uraemia of incom- 
patible blood transfusion and of blackwater fever is of 
the extrarenal type, since the morphological renal 
changes resemble those of crushing and pyloric stenosis, 
which are causes of * undoubted extrarenal uraemia ”. 
G. Loewi 


794. The Treatment of Anuria by Intestinal Perfusion 

H. H. Marquis and F. P. SCHNELL. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 215, 686-693, 
June, 1948. 4 figs., 4 refs. ' 


The authors describe the treatment of a case of anuria 
at St. Luke’s Hospital, San Francisco. A 45-year-old 
woman had taken cleaning fluid containing a variety of 
hydrocarbons. From the third day after this, she passed 
very small quantities of urine, containing albumin, white 
cells, epithelial cells, and granular casts, of specific gravity 
varying between 1,011 and 1,022. On the fifth day she 
was comatose, the non-protein nitrogen (N.P.N.) in the 
blood having risen to 330 mg. per 100 ml. Intestinal 


perfusion was begun forthwith. Two Miller—Abbott 
226 
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tubes were passed, the proximal one being anchored in 
the third portion of the duodenum, as placing it more 
proximally was found to cause vomiting. Fluid was 
administered by the drip method and recovered through 
the second tube, anchored in the terminal ileum. About 
40 litres of fluid, at first normal saline, were used per day. 

Out of 42-7 litres of this, 6 litres were retained and 
massive oedema ensued; 10% glucose was substituted. 
“ Clinical acidosis ’’ with a blood sugar of 270 mg. per 
100 ml., but without ketonuria, occurred. The fluid was 
then changed to include 8 g. sodium chloride and 1 g. 
sodium bicarbonate per litre. 

After the first 12 hours’ treatment, when 22 litres of 
fluid had run through, blood N.P.N. had been reduced 
from 330 to 121 mg. per 100 ml.; 12 hours later it was 
66 mg. per 100 ml. When, after 9 days’ treatment, per- 
fusion was stopped, N.P.N. was 49 mg. per 100 ml., but 
after 48 hours it had reached 103 mg. per 100 ml. Sudden 
death at this stage was attributed to the effect of a serum 
potassium level of 1-1 mEq. per litre on the heart. 
Necropsy revealed pleural, pericardial, and peritoneal 
effusions. The proximal and distal convoluted tubules 
showed marked cloudy swelling and were somewhat 
dilated. [The biochemical data are very incomplete. 
The authors’ claim for priority in the use of the small 
intestine as the dialysing membrane cannot be sub- 
stantiated; see Auguste (Bull. Mém. Soc. méd. Hép. Paris, 
1929, 2, 1313) and more recent papers, for example, Odel 
and Ferris (Proc. Mayo Clin., 1948, 23, 201).] G. Loewi 


795. First Report of Cure of Acute Azotaemic Nephritis 
by the Bessis Method [Exsanguination—Transfusion]. 
(Premiére observation de néphrite aigué azotémique in- 
discutablement guérie par le méthode de Bessis) 

P- VALLERY-RADoT, P. MiLuiez, C. Larocue, F. 
LHERMITTE, and C. Levasseur. Bulletins et Mémoires dé 
la Société Médicale des Hépitaux de Paris [Bull. Soc. méd. 


’ Hép. Paris] 64, 908-915, 1948. 1 fig., 5 refs. 


A young woman aged 26 developed Clostridium 
welchii septicaemia after a self-induced abortion. Peni- 
cillin, 600,000 units daily, cured the septicaemia, and 
exsanguino-transfusion of 7 litres on the third day im- 
proved the anaemia and caused the associated jaundice 
to disappear. In the next 10 days the blood urea rose 
from 212 to 450 mg. per 100 ml., and oliguria persisted 
(200 to 500 ml. daily), without uraemic manifestations. 
Penicillin administration was continued and 5 ex- 
sanguino-transfusions of 3-5 to 6 litres were given 
between the eleventh and twenty-sixth days. After an 
attempt to induce diuresis by increasing fluids on the 
fifteenth day, the blood pressure rose temporarily from 
140/80 to 160/100 mm. Hg and the patient had two fits. 
A critical diuresis occurred on the seventeenth day, when 
the blood urea began to fall slowly from 560 mg. per 
100 ml. to normal by the forty-second day. During this 
time confusion and delirium gave place to melancholia 
which necessitated electro-convulsive therapy later. By 
the forty-fourth day the general condition was satis- 
factory, but kidney function tests showed impairment 


from which recovery was very slow. 
' The authors recognize that with penicillin therapy alone 


recoveries from C/. welchii septicaemia have occurred, 
but that complicating haemolytic anaemia and acute 
nephritis usually cause death. Recovery in their case 
was ascribed to exsanguino-transfusions, the first cor- 
recting the anaemia and washing out haemolytic pro- 
ducts, the others eliminating waste products of meta- 
bolism. They calculate that while the kidneys excreted. 
60 g. of urea, the 31-7 litres of blood used eliminated 
100 g. in 15 days, thus keeping down the azotaemia until 
critical diuresis occurred. The transfusions did not 
appear to aggravate the renal condition, and no severe 
reactions were observed. It is claimed that with this 
method only breakdown products are eliminated 


whereas with peritoneal or intestinal dialysis, or the 


artificial kidney, there is incomplete control of substances 
eliminated and returned to the circulation. J. Ansell 


796. A Resin Artificial Kidney 

E. E. MutRHEAD and A. F. Retp. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 841-844, 
July, 1948. 3 figs., 7 refs. 


This artificial kidney—as yet only in the laboratory 
stage and untried clinically—is based on the use of resin 
with typical ion exchange activities—‘* amberlite ” for ca- 
tion exchange (O-, CO,~, SOs~ groups) and deacidite 
for anion exchange (mainly =N(H,O)+ groups)—used in 
a proportion of 9: 1. Sterilization is achieved by wash- 
ing with ethyl alcohol. The resins are placed in tubes 
4 cm. in diameter and 50 or 85 cm. long, the latter holding 
600 g. A solution “ P”’, containing per litre NaCl 6 g., 
KCI 0-2 g., CaCl, 0-1 g., MgCl, 0-1 g., NaH,PO, 0-05 g., 
NaHCO, 0°3 g., and glucose 2 g., was used for rinsing. 
In preliminary tests 16 g. of urea was added to 4 litres 
of this isotonic solution and the latter allowed to flow at 
a rate of 100 ml. per minute through the resin bed; 30% 
of the urea (4-8 g.) was extracted, nine-tenths of this 
being obtained from the first 2 litres. This quantity was 
almost exactly found in the rinsing fluid. Similar results 
were obtained when heparinized blood with added urea 
percolated through the resin bed. Six experiments on 
dogs have been performed so far, one of which is com- 
municated. Four days after bilateral nephrectomy the 
dog’s blood was rinsed through the resin bed. In order 
to avoid ill effects from loss of blood the tube with the 
resin was filled with dog’s blood or a suitable substitute 
(plasma solution). The rate of flow was 70 ml. per 
minute; the blood pressure was controlled by a mano- 
meter and maintained at 130 mm. Hg. Four times at 
intervals of 10 minutes the circuit was interrupted and the 
blood in the tube collected in a separate container while 
the resin bed was rinsed with 500 ml. of the * P ” solution 
to which 5 mg. per 100 ml. heparin had been added. After 
the rinsing, the dog’s blood in the separate container was 
reintroduced into the circulation. The total urea removed 
was 3-5 g. The dog survived for another 24 days. No 
further data are given. Untoward reactions (restless- 
ness, muscular jerks, tachypnoea) were observed. only if 
the wash-out was insufficient. Clotting was prevented 
by rinsing the whole apparatus and tubing (rubber and 
glass only) with the heparinized solution “ P ’’. 

L. H. Worth 
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797. Rheumatism in the Aged 
W. K. IsHMAEL. Geriatrics [Geriatics] 3, 217-230, July— 
Aug., 1948. 9 figs., 38 refs. 


The manifestations and treatment of the various forms 
of arthritis in the aged are first considered, particularly 
the shoulder—hand syndrome (“ frozen shoulder and 
osteo-arthritis of the hip. The causes of bone atrophy 
are briefly reviewed and suggestions made concerning 
treatment. The author concludes that the management 
of these patients depends on accurate diagnosis, after 
which treatment is usually obvious and effective. 

T. G. Reah 


798. Palindromic Rheumatism—Effective Treatment with 
Gold 

M. GinssurG. Ohio State Medical Journal [Ohio St. 
med. J.| 44, 707-708, July, 1948. 3 refs. 


A white male, aged 39, had suffered from palindromic 
rheumatism for 8 years for which he had had many forms 
of treatment without relief. Between June and October, 
1947, he was given 440 mg. “‘solganal B”’ intramuscularly, 
in doses of from 10 mg. to 40 mg. at gradually increasing 
intervals Of from one week to two weeks with considerable 
relief. T. G. Reah 


799. Histological Studies of Osteo-arthritis of the Hip. 
(Ricerche istologiche nell’artrosi deformante dell’anca) 

P. LuGtato. Chirurgia degli Organi di Movimento 
[Chir. Organi Mov.] 32, 201-225, 1948. 24 figs., 21 
refs. 


This paper, originating from the Orthopaedic Clinic 
of the University of Milan, deals with the microscopical 
alterations observed in arthritis deformans of the hip. 
The author used material obtained at operation, especially 
intra-articular arthrodesis by decortication, so that the 
specimens were very fresh. The fibrillar structure of the 
cartilage and of the bone is the fundamental component 
on which the mechanical function of the cartilage and the 
underlying bone layer is based. The resistance to 
traction and compression depends on it. In the articular 
cartilage the system of fibrils follows 3 principal directions 
—the tangential, the arciform incurved, and the radial. 
To study these systems the author used several methods. 
His material came from 15 cases of osteo-arthritis of the 
hip, due to congenital dislocation or subluxation of the 
hip. He fixed the specimens in 10% formaldehyde, 
decalcified them, and used paraffin sections stained by 
haematoxylin-eosin, Weigert’s method for the elastic 
fibres, and Mallory and van Gieson stains for the 
collagenous elements. He also used unstained sections 
for examination in polarized light, and this method gave 
the most important results. With the polarization 
microscope employed in mineralogy, sections were 


studied by simple polarized light and after the inter. 
position of a gypsum coloured polarized light. The 
collagenous fibres of cartilage and of bone can be 
distinguished only with difficulty by the ordinary micro. 
scopical methods while with polarized light the details 
of fibrillar structure are easily seen as well as the disorders 
of their structure. The author examined the lining of 
the cartilaginous elements of the hip-joint in arthritis 
deformans, and found that the loss of elasticity is due to . 
changes in the fibrillary structure of the birefringent 
fibrils. E. Forrai 


See also Section Radiology, Abstract 560 and Section 
Pathology, Abstract 586. 


800. Fibrositis 


J. Cyriax. British Medical Journal [Brit. med. J.) 2, 
251-255, July 31, 1948. 14 refs. 


The author sets out to show that primary fibrositis, 
whether local or generalized, is an imaginary disease, the 
symptoms always being due to internal derangements of 


the spinal joints. The existence of secondary fibrositis— ° 


rheumatoid and traumatic—is admitted. 

[The paper deserves study as a corrective to the too 
facile diagnosis of fibrositis, but few will follow the 
author to his ultimate conclusion that the condition is a 
myth.] Hi. F. Turney 


801. £ Diethylaminoethyl Dehydrocholate in the Treat- 
ment of Fibrositis 

D. Ropen and F. WriGiey. ZJrish Journal of Medical 
Science [Irish J. med. Sci.] 6, 330-333, July, 1948. 7 
refs. 


B-Diethylaminoethyl dehydrocholate was selected 
because it has affinities with both procaine and de- 
hydrocholine, which already have some reputation in the 
treatment of fibrositis. The dose was 5 mg. sub- 
cutaneously or intramuscularly given at intervals of 1 to 
3 days to a total of 5 to 20 injections. Cases of primary 
fibrositis were selected; of 100 patients 28 became 
symptom free while 28 derived no benefit. Of a further 
series of 50 cases of acute fibrositis 40 became symptom 
free. The results are unconvincing but justify the authors’ 
plea for further trial. Pharmacological tests show that 
the drug has a mild cholagogue and local analgesic 


action, but is non-toxic to mice even in very large 


doses. F. Turney 


802. Rheumatoid Arthritis after Injury to a Single Joint 
M. Ketty. Medical Journal of Australia [Med. J. Aust.] 
2, 309-311, Sept. 18, 1948. 14 refs. 


Ten cases are reported in which injury to a single 
joint was followed by chronic polyarthritis in patients 
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previously free from rheumatic conditions. Five of the 
patients were men and five women. The ages (where 
given) ranged from 28 to 71 years. The times of onset 
of polyarthritis after the injuries varied from a few weeks 
to several months, and there was a tendency for the con- 
dition to spread in a symmetrical manner. The order of 
joint involvement in this series is tabulated, together with 
similar data in three other groups of cases. It is held that 
there is no evidence that these patients were already pre- 
disposed to this disease and that the non-articular trauma 
was the “ only visible causative factor ”’ in the develop- 
ment of polyarthritis in these cases. A review of the 
relevant literature is given. Kathleen M. Lawther 


803. Distribution of Gold in the Animal Body in Relation 
to Arthritis 

J. J. BERTRAND, H. Warne, and C. A. Tosias. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
33, 1133-1138, Sept., 1948. 12 refs. 


Radioactive gold, Au?®® (half life, 2-7 days) with a 
specific activity of 2-5 mc. per mg. was converted into 
gold sodium thiosulphate, which was injected intra- 


‘ yenously in a series of studies on the distribution of gold 


in rats, rabbits, and man. Urine, faeces, and tissues 
were analysed after nitric acid and hydrogen peroxide 
digestion by a bell jar Geiger—Miiller counter with a thin 
mica window, the gold being previously deposited on 
planchets by electrolysis. 

Urinary and faecal excretion becomes slow after the first 
week, a total of 23% of the 1 mg. administered being 
excreted in 8 days; 97-75% was recovered from carcase 
blood and excreta. Distribution amongst various organs 
and tissues was studied on 15 rats given 1 mg. of gold 
containing 1 mc. of radioactivity, and 10 rabbits. They 
were bled out by saline perfusion before being killed. 
In both species the order of concentration was approxi- 
mately the same—kidney (6 to 8% of total dose per g. 
tissue), spleen (1 to 2%), liver (0-7 to 1%), synovialis 
(0-23 to 0-67%), and muscle (0:03 to 0-07%). A small 
amount passes into the eye and brain. 

In chemical synovitis and also in myositis produced by 
two intra-articular turpentine-diethyl-ether (3: 1) in- 
jections of 0-5 ml. with a 5-day interval, the tissue took 
up a significantly greater amount of gold not accounted 
for merely by the presence of pus. In a woman with 
theumatoid arthritis after 2-5 mg. of gold (1,010 mc.) 
had been given, a biopsy was performed on an affected 
knee. Of the tissues taken, by far the greatest concentra- 
tion of gold was present in the synovialis. 

E. G. L. Bywaters 


804. Amyloidosis in Rheumatoid Arthritis. A Report 
of Ten Cases 

P. N. UNGER, M. ZUCKERBROD, G. J. BECK, and J. M. 
STEELE. American Journal of the Medical Sciences 


oo. J. med. Sci.] 216, 51-56, July, 1948. 1 fig., 11 
refs, 


_ Four cases of amyloid disease were found at necropsy 
‘oD 58 cases of rheumatoid arthritis. Liver; spleen, and 
kidneys were affected in each case, and adrenals, pancreas, 


and heart in 1 case. The duration of the arthritis was 
from 8 to 23 years and the severity of the disease was not 
different from that in non-amyloid cases. A search for 
amyloidosis was then made among 56 patients on whom 
tests of renal and hepatic function and the Congo red 
test were carried out. Amyloidosis was found in 6 of 
these patients. There was enlargement of liver and 
spleen in 4 cases and of the liver alonein1. Albuminuria 
was present in all of the patients and peripheral oedema 
in 5. Serum albumin was much reduced. In 5 of the 6 
cases there was 86 to 100% Congo red absorption in 1 
hour. Evans blue (T1824), when used in plasma volume 
studies, was found to be rapidly absorbed and amyloid 
tissue in sections was found to fix this dye. In only 1 
patient, in whom tuberculosis had been arrested for 8 


years, was any possible cause for the amyloid disease — 


found other than rheumatoid arthritis. 
Douglas H. Collins— 


805. Vertebral and  Epiphysial Chondrodysplasia. 
(Chondrodysplasie spondyloepiphysaire) 

F. LAYANI, R. DuCROQUET, and G. PoINSARD. Revue du 
Rhumatisme [Rev. Rhum.] 15, 240-243, Aug., 1948. 3 
refs. 


The authors describe the case of a boy, aged 114, who 
had suffered from lameness since starting to walk at theage 
of a year; when he was 24 years old bilateral coxa vara 
was diagnosed. At 5 years of age he was placed in plas- 
ter, and at 7 years a bilateral subtrochanteric osteotomy 
was performed. The hip condition, however, continued 
to progress, and when the boy was seen by the authors it 
was considered to be only one manifestation of a genera- 
lized bone dysplasia. 

The head was large and round with prominent frontal 
bosses and a prominent chin; the cervical spine was 
short and the thorax deformed with a high dorsal 
kyphoscoliosis. The large joints of the limbs were 
enlarged, and the small joints of the hands simulated those 
seen in rheumatoid arthritis. Movements of the joints 
were full, except that the fingers could not be extended 
beyond 100 degrees and abduction of the hips was 
restricted to 30 degrees. The physical examination was 
otherwise normal and the laboratory investigations were 
negative. The radiological examinations revealed a 
brachycephalic skull without any evidence of increased 
intracranial tension and a normal pituitary fossa. The 
diaphyses of the long bones and the pelvis were normal. 
There was a dorsal kyphoscoliosis with slight diffuse 
osteoporosis and the bodies of the vertebrae were 
rectangular in shape with concave anterior surfaces and 
thickened, eburnated upper and lower surfaces. The 
epiphyses of the long bones showed bulbous swellings 
and alterations in the bone structure. The articular 
cartilages were normal. The authors discuss the 
relation of the condition to other bone dysplasias and 
dystrophies. T. G. Reah 


806. Palindromic Rheumatism —. 

S. A. WoLFSON and M. S. ALTER. Annals of the Rheu- 
matic Diseases Ann. Rheum. Dis.] 7, 159-163, Sept., 
1948. 3 figs., 21 refs. 
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807. The Effects of Altered Arterial Tensions of Carbon 
Dioxide and Oxygen on Cerebral Blood Flow and Cerebral 
Oxygen Consumption of Normal Young Men 

S. S. Kety and C. F. Scumipt. Journal of Clinical In- 
vestigation [J. clin. Invest.) 27, 484-492, July, 1948. 3 
figs., 21 refs. 


Cerebral blood flow was determined in normal subjects 
by means of the nitrous oxide technique. Inhalation of 
5 to 7% carbon dioxide produced an average increase in 
cerebral flow of 75%; 10% oxygen increased the flow by 
35%. Inhalation of 85 to 100% oxygen decreased the 

‘blood flow by 13%. In all three instances the variations 

in cerebral blood flow were due to a change in the cerebral 
vascular resistance. There was no significant change in 
cerebral oxygen consumption. An increase in mean 
arterial blood pressure was observed during inhalation 
of the carbon dioxide and of the high-oxygen mixture; 
the pressure slightly decreased with the low-oxygen mix- 
ture. Cardiac output, measured by means of a ballisto- 
cardiograph, increased under the effect of low oxygen 
inhalation, essentially by an increase in heart rate and not 
in stroke volume. The minute output of the heart re- 
mained unaffected under the other experimental con- 
ditions. . 

[This and the three following papers (Abstracts 808- 
10) come from the University of Pennsylvania.] 

A. Schweitzer 


808. The Blood Flow and Oxygen Consumption of the 
Human Brain in Diabetic Acidosis and Coma ~ 
S. S. Kety, B. D. Ports, C. S. NADLER, and C. F. 
Scumipt. Journal of Clinical Investigation [J. clin. In- 
vest.] 27, 500-510, July, 1948. 4 figs., 35 refs. 


The authors studied 14 patients in severe diabetic 
acidosis (6 in deep coma). The respiratory volume was 
unaffected up to arterial pH levels of 7:2, but rose 
sharply to levels of 35 litres per minute at pH 7-0; with 
increasing acidity the ventilation volume decreased again. 
This respiratory stimulation occurred in spite of a pro- 
found fall in arterial carbon-dioxide tension. From 
these figures and from electrolyte pattern and glucose and 
ketone content of the blood it was not possible to explain 
the difference in mental state and prognosis between 
patients in diabetic coma and those with severe diabetic 
. acidosis without coma. The average value for mean 
arterial blood pressure was 66 mm. Hg for comatose 
and 86 mm. Hg for non-comatose acidotic patients. 
Cerebral blood flow was reduced in 2 comatose patients, 
the mean values for the others in that group being 65 ml. 
per g. per minute (average normal, 54 ml.). The 
cerebral oxygen consumption of normal subjects was 
3-3 ml. (40-4 ml.) per 100 g. per minute. The 
corresponding figures for comatose patients were 1-7 
(+0-4) ml., and for non-comatose acidotic patients 2-7 


(40-4) ml. It appears that 2:1 ml. per 100 g. per 
minute cerebral oxygen consumption is a critical level 
at or below which consciousness disappears. 

A. Schweitzer 


809. The Blood Flow, Vascular Resistance, and Oxygen 
Consumption of the Brain in Essential Hypertension - 

S. S. Ketry, J. H. HAFKENSCHIEL, W. A. JEFFERS, I. H, 
LEeopoLp, and H. A. SHENKIN. Journal of Clinical In. 
vestigation [J. clin. Invest.] 27, 511-514, July, 1948. 21 
refs. 


A normal cerebral blood flow was found in 13 patients 
suffering from uncomplicated essential hypertension, the 
mean value being 54 ml. per 100 g. per minute. The 
mean arterial blood pressure was 159 mm. Hg. Cerebro- 
vascular resistance was calculated by dividing the mean 
arterial blood pressure by the cerebral blood flow; the 
mean figure thus obtained indicated an increase of 88% 
overthenormal. The mean arterio-venous oxygen differ- 
ence was normal (6-3 vol.°,). There was some corre- 
lation between cerebrovascular resistance and the degree, 
of retinopathy. A. Schweitzer 


810. The Effects of Increased Intracranial Pressure on 
Cerebral Circulatory Functions in Man 

S. S. Kety, H. A. SHENKIN, and C. F. ScHmipt. Journal 
of Clinical Investigation [J. clin. Invest.] 27, 493-499, 
July, 1948. 4 figs., 12 refs. 


There was good correlation between cerebrospinal fluid 
pressure and mean arterial blood pressure, cerebro- 
vascular resistance, and cerebral blood flow, and also good 
correlation between cerebral blood flow and mean 
arterial blood pressure, in 13 patients suffering from 
cerebral tumours. Significant cerebral circulatory em- 
barrassment occurs with intracranial pressures of about 
450 mm. water. In 5 patients with pressures above this 
level the cerebral blood flow was 34 ml. per 100 g. per 
minute (normal value, 54 ml.). In 4 patients with 
tumours of the posterior fossa the values were 33 ml. 
compared with 49 ml. in patients with tumours of 
hemispheres. The cerebral oxygen usage of conscious 
patients was 3-1 ml. per 100 g. per minute; that of 
comatose patients was 2-5 ml. A. Schweitzer 
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811. Electroencephalographic Studies in Poliomyelitis 

A. GoLpBLoom, H. Jasper, and H. F. BRICKMAN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 137, 690-697, June 19, 1948. 7 figs., 10 refs. 


Electroencephalographic records were taken from 50 
patients who had recovered from poliomyelitis. Of 
these 18% had signs of encephalitis. Unipolar and 
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bipolar electrode iisiaaiaiias were used, as well as 

jal arrangements for location studies. Records 
were studied after hyperventilation with low and high 
blood sugar and allowance was made for the special 
features of juvenile records. Abnormalities were found 
in 74% of the whole group. The main form of abnor- 
mality was slow activity of moderate amplitude at 
frequencies from 1 to 6 cycles per second. In milder 
cases the disturbance often consisted of occasional slow 
waves in the middle of a burst of alpha waves. In more 
severe cases the abnormality was diffuse and often 
seemed to arise in deeper structures. In a few cases 
there were focal disturbances but in these there was always 
a general abnormality as well. Most abnormal features 


waned steadily over a period of months. The proportion 


of abnormalities was about twice as high in patients under 
14 years old as in those over that age. There was a good 
correlation between such abnormality and encephalitis 
and severe behaviour disturbance. It is concluded that 
cerebral involvement is much commoner in this condition 
than is usually supposed [the significance of the findings 
is discussed in an interesting manner]. W. Grey Walter 


812. Effect of Optic and Acoustic Stimuli on the Cortex 
and Hypothalamus under Conditions of Picrotoxin Con- 
vulsions 

E. GELLHORN and H. M. BALLIN. Archives of tee 4 
and Psychiatry (Arch. Neurol. Psychiat. Chicago] 59 
496-503, April, 1948. 4 figs., 8 refs. 


Afferent impulses elicited by stimulation of the sciatic 
nerve and of the posterior portion of the hypothalamus 
may induce or intensify convulsive movements and 
modify cortical activity. Similar results follow various 
acoustic and optic stimuli. The authors carried out ex- 
periments on anaesthetized cats, both before and after 
intravenous injection of picrotoxin. With increasing 
degrees of intoxication, electrical changes in the specific 
cortical projection areas increased in amplitude and 
became repetitive, and similar responses appeared in 
previously inert cortical areas and in the hypothalamus; 
the motor cortex was not particularly sensitive. Genera- 
lized convulsive movements were not induced with either 
optic or acoustic stimuli. 

[This article is difficult to read and to understand. The 
terms “ electro-encorticogram’”’, electrogram’, and 
“ crystograph ”’ will not be familiar to all readers.] 

Hugh Garland 


813. Oral “ Myanesin ” in Treatment of Spastic and 
Hyperkinetic Disorders 


M. BerGer and R. P. Schwartz. Journal of the 


American Medical Association [J. Amer. med. Ass.] 137, 
772-774, June 26, 1948. 1 fig., 13 refs. 


Myanesin (3-ortho-toloxy-1,2-propanedijol) has 
been used in an attempt to encourage muscular relaxa- 
tion in certain spastic and hyperkinetic disorders, follow- 
ing its use to produce relaxation during anaesthesia. A 
method was evolved for oral administration. The drug 
was given to patients suffering from long-standing hemi- 
plegia, cerebral diplegia, Parkinsonism, and other dis- 


orders, including spasticity, athetosis and chorea. It is 
claimed that beneficial results were obtained in all these 
diseases. 
[The results claimed are very important, if correct. 
Unfortunately there are no detailed case histories.] 
Hugh Garland 


814. Curare in Spastic Paraplegia 
I. S. Cooper and T. I. Hoen. Journal of Neurosurgery 
[J. Neurosurg. ] 5, 464-465, 1948. 2 refs. 


Curare in the form of “intocostrin” was administered 
to 8 patients with marked muscle spasticity resulting from 
spinal cord injuries. In doses that produced side effects 
necessitating discontinuance of the drug, no appreciable 
lessening of muscle spasticity was noted. Intocostrin 


was noted to have no effect on the hypertonic urinary 


bladder.—{Authors’ summary.] 


815. The Pathological Physiology of So-called Pyra- 
midal Syndromes 

C. G. Lampe and B. D. Wyke. Medical Journal of 
Australia (Med. J. Aust.) 2, 85-94, July 24, 1948. 6 figs., 
bibliography. 


In this paper an attempt is made to correlate the clinical 
findings, both usual and anomalous, in cases in which the 
classical signs of a “ pyramidal lesion ’’ may be said to 
exist with recent studies of the anatomy and physiology 
of the cerebral cortex and spinal cord. For many years 
the classical findings in cases of occlusive or apoplectic 
hemiplegia have been described as consisting of immediate 
post-catastrophic flaccid paresis, followed after an inter- 
val by gradually increasing muscle tone and ultimate 
spastic hemiplegia. Cases are not infrequently encoun- 
tered in which early spasticity, late flaccidity, or a 
combination of flaccid paresis with exaggerated deep 
reflexes occurs. In most clinical reports these findings 
have been ignored or little attempt has been made to 
interpret them in terms of disordered neurophysiology. 

The authors give a brief review of recent anatomical 
and physiological studies of the corticospinal pathways 
and of the localization of function in the sensorimotor 
cortex. From their review the authors conclude that 
lesions restricted to the corticospinal projections from 
area 4 are not the only determining factor in the peri- 


_ pheral clinical picture of hemiplegia. The discharge 


from the anterior motor neuron pools (which determines 
muscle tone) is the algebraic sum of activation from the 
dorsal grey nuclei and vestibular system and of inhibition 
from the suppressor projections in the antero-lateral 
bundles. 

The amplitude of the local spinal reflex response is 
governed by the resting subliminal activity of the anterior 
motor neuron pools, together with the control exerted by 
the antagonist muscles. Any disturbance in the innerva- 
tion of the anterior motor neurons will result in distur- 
bance of the reflex response. Thus a decrease in activa- 
tion will lead to a diminution or disappearance of the 
reflex response, while a diminution of suppression and/or 
impairment.of activation of antagonist muscles will 
result in an exaggerated response to activation of the 
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stretch receptors. Thus the quality of muscle tone may 
be divorced from the quality of reflex response by virtue 
of the dichotomy which appears to exist between the 
activator and suppressor systems at all levels of the central 
nervous system. 

Five cases are described which illustrate the dif- 
ferentiation which may exist between muscle tone and 
reflex response as a result of interference with the 
excitatory and suppressor systems in, or descending from, 
the cortex. J. MacD. Holmes 


816. Granuloblastoma, A Primary Neuroectodermal 
Tumor of the Cerebellum 

A. Saccone and J. A. Epstein. Journal of Neuro- 
pathology and Experimental Neurology {J. Neuropath. 
exp. Neurol.] 7, 287-298, July, 1948. 7 figs., 9 refs. 


Two cases are described of that form of neoplasm of 
the cerebellum named by Stevenson and Echlin “* granu- 
loblastoma ”’ from its supposed origin from the external 
granular layer. The differentiation between this tumour 
and the medulloblastoma, the common cerebellar tumour 
of childhood, rests, according to the present authors, on 
the peculiar pattern of the cellular arrangement in the 
former, in which the foetal and early postnatal develop- 
ment of the granular layer are reproduced. The indivi- 
dual cell type is extremely primitive, but the authors 
have found both spongioblastic and neuroblastic cells. 
Clinically these tumours pursue the same course as the 
medulloblastomata and their macroscopical appearances 
are identical. [There appears to be little but academic 
interest in placing these tumours in a distinct patho- 
logical group.] Ruby O. Stern 


817. Angioblastic Neoplasms of the Brain 

E. W. Corrapini and J. BRowpER. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.] 7, 299-308, July, 1948. 6 figs., 7 refs. 


Thirteen angioblastic tumours were studied, their 
histological criteria being those defined by Cushing and 
Bailey. Four were supratentorial, conforming to the 
histological type of angioblastic meningioma; the rest 
were subtentorial, and of the haemangiomatous type. 
Two of these were solid, one being attached to the 
medulla and projecting into the fourth ventricle; the 
other lay in the left cerebellar hemisphere. Seven were 
cystic, the solid portion of the tumour lying within the 
cerebellum. No constant histological differences were 
found between the cerebellar haemangioblastomata and 
the cerebral angioblastic meningiomata, though the 
supratentorial tumours varied more as regards cellular 
size and shape. Whorls of cells and psammoma bodies 
were also more frequently seen in them. The authors 
emphasize that. although the histological structure is the 
same, the gross characteristics of these two tumours are 
quite different. These differences are described under 
five headings: (1) The relation of the tumour to the 
adjacent brain. The cerebellar haemangioblastomata 
usually lie within the brain substance, although occa- 
sionally they may be found attached to the medulla, lying 
in the fourth ventricle. The supratentorial tumours do 


not lie within the cerebral substance and they can be 
separated from the brain by blunt dissection. (2) The 
relation of the tumour to the meninges. The supra. 
tentorial tumours are attached to the arachnoid and often 
to the dura, usually deriving their blood supply from the 
vessels on the surface of the dura. The cerebellar 
tumours are practically never attached to the meninges; 

they are nearly always enclosed in brain tissue. (3) 
The difference in anatomical location. Cystic haeman.- 
gioblastomata occur almost invariably in the cerebellum; 

angioblastic meningiomata, attached to the meninges, 
occur above the tentorium, in the posterior fossa, and in 
the spinal canal. (4) The existence of a capsule. No 
true capsule is present in the cerebellar haemangioblas- 
tomata and they may actually invade the cerebellar tissue, 
Around the supratentorial tumours there is a definite 
capsule composed of fibrous tissue and reticulin fibrils, 
(5) The relation of the tumours to cyst formation, 
This is very rare in the supratentorial tumours; when it 
occurs, the cyst lies within the tumour. Most cerebellar 
haemangioblastomata on the other hand are found at 
the periphery of a cyst, though very occasionally they 
may occur without cyst formation. The origin of this 
cyst formation and that of the tumours themselves is 
discussed in some detail. The authors conclude that in 
view of these differences between the cerebellar haem- 
angioblastomata and the angioblastic meningiomata, 
these tumours should be considered separate pathological 
entities. Ruby O. Stern 


818. Hyperostosing Osteoma of the Skull. Report of 
Case with Consideration of Its Relationship to Other 
Types of Cranial Osteomas and Hyperostoses 

C. B. Corvitte and H. G. Crockett. Bulletin of the 
Los Angeles Neurological Society [Bull. Los Angeles 
neurol. Soc.] 13, 86-98, June, 1948. 4 figs., 25 refs. 


In a young man of 25 years a bony lesion near the mid- 
line of the parieto-occipital region resembled radio- 
graphically a hyperostosis overlying a parasagittal 
meningioma. At operation the bony growth proved to 
be an osteomatous development with no evidence of 
underlying tumour. Although it was delineated by 
differences in colour from the hypertrophied external 
table of the skull, microscopically no definite line of 
transition could be determined. The characteristic 
structural feature of the tumour, evident not only in the 
original radiographs of the skull but also in radiographs 
of isolated plates of the tumour and skull and in histo- 
logical preparations, was the radiation of spicules inter- 
lacing with concentric laminae of new-formed bone. This 
arrangement of bone was associated with a similar fan- 
shaped pattern in the distribution of the vessels extending 
into the bony mass from the overlying pericranium, where 
the spicule formation was especially prominent. The 
problem of pathogenesis of hyperostoses is briefly 
reviewed, it being pointed out that such a reaction is 
characteristic of superficial bony growth and not neces- 
sarily the response to a stimulation by specific tumour 
cells or osteoblastic activity of such cells. Hyperostosis 
must be considered, therefore, as a characteristic response 
to a given situation and not to any single factor. Since 
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the tumour had the radiological appearance of a hypero- 

stosis and the histological structure of an osteoma, it has 

been designated as a hyperostosing osteoma of the skull. 
R. M. Stewart 


819. Microgliomatosis: A Form of Reticulosis Affecting 
the Brain 

D. S. Russet, A. H. E. MARSHALL, and F. B. SMITH. 
Brain [Brain] 71, 1-15, March, 1946. 21 figs., 14 refs. 


There has been much argument whether tumours of 
the microglial cells, which represent the reticulo-endo- 
thelial system in the brain, actually exist. In this article 
7 cases of cerebral tumour are described in which the pre- 
dominant cell was of the microglial type, and in 3 of 
which there were proliferations of reticulo-endothelial 
cells in other organs (in one case in the lung, in another in 
the cervical lymph nodes, and in a third in the parotid 
gland, the spleen, the kidney, and the bone marrow of the 
femur). With the exception of one girl of 15, all the 
patients were in their fifth decade. All except one had 
the symptoms and signs of a rapidly growing intracranial 
tumour, death occurring within 3 months from the onset 
of symptoms. In one patient, a woman of 44, masses 
developed in the scalp and cervical lymph nodes before 
the onset of cerebral symptoms. 

Macroscopically the brain tumours appeared as ill- 
defined single or multiple areas of infiltration, greyish- 
white in colour and of soft consistency. They were 
usually homogeneous, though sometimes they contained 
necrotic or haemorrhagic areas. Microscopically three 
types of microglial cells were demonstrated by silver- 


impregnation methods; a mature resting type, a type . 


with a larger spheroidal nucleus and a vesiculated appear- 
ance, these cells staining less intensely with silver, and a 
third type, some members of which contained two or three 
nuclei forming giant cells, in which the nucleus was oval 
or lobed, with a dense nuclear margin, a darker nucleo- 
plasm, and a heavy chromatin network. The extra- 
cerebral tumours were composed .of cells histologically 
similar to those in the tumours of the brain, being also 
impregnated by silver methods. 

The authors regard these tumours, both intracerebral 
and extracerebral, as a variety of that group of diseases 
classified as the reticuloses, and suggest that this diagnosis 
should be borne in mind when signs of an intracranial 
tumour occur with other evidence of reticulosis. 

Ruby O. Stern 


820. Experimental Allergic Encephalomyelitis 

G. A. Jervis and H. Koprowski. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. exp. 
Neurol.| 7, 309-320, July, 1948. 8 figs., 32 refs. 


Rivers, Ferraro, and others have already described a 
form of encephalomyelitis in monkeys which can be 
produced by the injection of extracts of rabbit brain 
thus giving rise to an antigen-antibody reaction; Freund 
developed a method for producing antibodies at high 
litres by incorporating the antigen with killed tubercle 
bacilli (the so-called “* adjuvants ’’), thereby causing the 
neurological lesions to appear within a shorter time and 


after fewer injections. By means of these adjuvants, the 
authors were able to induce a widespread encephalo- 
myelitis in guinea-pigs within 2 to 3 weeks after a single 
injection. Full particulars of the preparation and 
method of inoculation are given in their paper. Of the 
30 guinea-pigs inoculated, 2 died within a fortnight and 
in 4 there was no evidence of involvement of the nervous 
system. The remaining 24 animals developed clinical 
manifestations within 14 to 18 days aftet inoculation. 
The first group of 7 developed motor weakness of the 
hind limbs which progressed rapidly to complete spastic 
paresis of all limbs, rapid loss of weight, and death within 
5 to 15 days from the onset of symptoms. A second 
group of 5 animals developed motor weakness often 
accompanied by tremors and ataxia, but this regressed 
and the symptoms almost disappeared, only to recur 
within a week, after which the animals lost weight rapidly 
and died. The other 12 animals developed only a mild 


paresis of the posterior limbs which cleared up, and these . 


animals recoveréd without any sequelae. Six of these 
animals were killed from 4 to 6 weeks after the dis- 
appearance of symptoms. Histological examination 
revealed no evidence of disease of the nervous system. 
In the first group of animals there were characteristic 
lesions, most severe in the white matter of the. spinal 
cord. They consisted of perivascular foci of demyelina- 


_ tion, associated with cellular proliferation, the cells being 


mainly plasma cells together with a number of poly- 
morphonuclears, lymphocytes, and histiocytes. Pro- 
liferated glial cells, particularly microglia, were also 


present in these lesions. Sub-pial areas of cellular 


infiltration also were seen in this group, the infiltrating 
cells consisting mainly of compound granular corpuscles 


- and neuroglial cells. These sub-pial areas were demyeli- 


nated. The pia covering these lesions was heavily 
infiltrated with haematogenous cells. In the second 
group of animals similar perivascular foci were seen, but 
cellular proliferation was less and the sub-pial lesions 
were not present. 

This type of encephalomyelitis is considered to be an 
allergic condition due to an antigen-antibody reaction in 
the central nervous system. The findings described in 
this paper in guinea-pigs will be of value in enabling this 
condition to be studied in a smaller and cheaper animal 
than the monkey, and should therefore open out a 
fruitful field for research. Ruby O. Stern 


821. Chronic Experimental Allergic Encephalomyelitis 
in Monkeys 


A. FERRARO and C. L. CazzuLio. Journal of Neuro- 
pathology and Experimental Neurology [J. Neurepath. 
exp. Neurol.] 7, 235-260, July, 1948. 25 figs., 16 refs. 


In an attempt to produce a chronic form of allergic 
encephalomyelitis in monkeys, the authors reduced the 
amount of two components of the antigen employed, very 
small quantities of brain substance and of killed tubercle 
bacilli being used. The number of doses injected were 
also varied. Of 3 animals, 1 survived 29 days and the 
other 2 were killed 3 and 24 months after the onset of 
symptoms, when the animals, although showing signs of 
lesions of the nervous system, appeared as if they would 
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survive indefinitely. The clinical signs which followed 
inoculation of one monkey are of special interest, in view 
of the possible relation of this experimental encephalo- 
myelitis to demyelinating diseases in the human subject. 
In this monkey the main clinical feature was progressive 
blindness with optic atrophy disclosed by ophthalmoscopic 
examination. Microscopical examination of the brain 
of this animal revealed an intense inflammatory reaction 
throughout the optic system, the optic nerves and tracts 
showing also much patchy demyelination. In the rest of 
the nervous system scattered foci of perivascular infiltra- 
tion with small patchy areas of demyelination were 
found. The perivascular exudates were composed ,of 
polymorphonuclear and microglial cells, with small 
numbers of plasma cells. In another monkey the optic 
system was not involved, the’clinical signs being those of 
involvement of the cerebello-vestibular system, accom- 
panied by paresis of the hind limbs, fits, and tremors. 
These signs gradually disappeared and the monkey was 
killed when practically normal. In this animal the 
histological picture was one of intense inflammatory 
reaction throughout the nervous system. In most areas 
of the brain and spinal cord there were perivascular 
infiltrations consisting mainly of lymphocytes and some 
microglial cells; large mononuclears and some plasma. 
cells were also seen. Patchy demyelination had occurred 
in the pons, medulla, and both cerebellar peduncles. 
‘There was much proliferation of glial fibres, especially in 
the medulla, giving rise to the formation of circumscribed 
areas of gliosis. A third monkey which survived the 
onset of symptoms for 29 days and then died was also 
examined. In this animal there was a transition from 
the acute to the chronic stage of inflammatory reaction, 
with much perivascular cuffing, the cells consisting mainly 
of lymphocytes, with large mononuclear cells and hyper- 
trophic microglial cells. The authors discuss the simi- 
larity between these experimental lesions and the histo- 
pathological features of human demyelinating disease. 
They propose to study a further group of animals with a 
longer period of survival, and to reinoculate some which 
recover clinically, in order to compare the later micro- 
scopical findings with those of the demyelinating diseases 
of man. [Their next report will be eagerly awaited.]} 
. Ruby O. Stern 


822. Histopathology of Virus Encephalomyelitis 
I. M. SCHEINKER. Archives of Pathology [Arch. Path.] 
45, 289-298, March, 1948. 6 figs., 8 refs. 


The histological lesions in 3 forms of encephalomye- 
litis, the epidemic encephalitis of von Economo, Japanese 
(Type B) epidemic encephalomyelitis, and anterior 
poliomyelitis, are compared. In these three conditions 
the nerve cells of the grey matter are primarily attacked 
and the white matter is left relatively intact. The dif- 
ferences in distribution are described in detail. In 
Japanese (Type B) encephalomyelitis the disease process 
is most widespread in the cerebral cortex, thalamus, and 
substantia nigra, whilst small discrete lesions are incon- 
stantly found in the cerébellum, medulla, and spinal cord. 
In anterior poliomyelitis the incidence of the lesions is, 
as a rule, greatest in the spinal cord and the cranial nerve 


nuclei. In von Economo’s encephalitis the basal ganglia 
and the substantia nigra are the main sites of the attack 
of the virus. The author states that, while discrete foca} 
lesions may be observed in the midbrain and pons, they 
are as a rule absent from the cerebral cortex, cerebellum, 
and spinal cord. [This statement would certainly be 
challenged by other neuropathologists.] Ruby O. Stern 


823. Clinical Aspects of Cerebral Cysticercosis 

S. Oprapor. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 59, 457-468, April, 
1948. 9 refs. 


The incidence of cysticercosis in Latin America is said 
to be high, and in 100 cases with a diagnosis of cerebral} 
tumour 25 were found to be examples of cysticercosis, 
Cysts may be single or multiple, and are found in the 
cerebral cortex, the ventricles, and the meninges and 
cisterns at the base of the brain. Common sympto- 
matology is discussed, together with methods of diagnosis. 
It is claimed [contrary to experience in Great Britain] that 


- the cerebrospinal fluid commonly shows changes which 
are highly significant, or even diagnostic. Apart from - 


such non-specific changes as increase in cell and protein: 
content, eosinophil cells may be found in the fluid in 


proportions up to 33%. The glucose content of the fluid - 


is usually reduced, even down to 5 mg. per 100 ml. The 
most important and characteristic change is the specific 
reaction of the fluid to the complement-fixation test. 
These changes are more pronounced in the lumbar than 
in the ventricular fluid. Hugh Garland 


824. Pathological Anatomy of Tuberculous Meningitis 
Treated with Streptomycin by L. S. Stern’s Method. L 
Changes in the Pia-arachnoid. II. Vascular Lesions and 
Cerebral Softening. aHaTomMHa 
MCHHHIHTa, JIeYeHHOrO CTPerTO- 
MHUMHOM no Metony JI.C, 1. O6mas xapaxte- 
pucTuKa MatepuHasia, B MATKHX 
o6ono4%Kax, 2, O COCyOB pasMAr4eHHAX 
Mosra) 

A. P. Astsin and T. E. IvANovsKAYA. Hesponato- 
norua u Iicuxuatpusa [Nevropat. Psikhiat.] 17, No. 3, 
24-39, May-June, 1948. 10 figs. 


A description is given of the changes observed at 


‘necropsy in 50 cases of tuberculous meningitis treated 


with streptomycin (intracisternal injections by Stern's 
method). At the Hospital for Infectious Diseases, 
Moscow, 97% of children with tuberculous meningitis 
died before the thirtieth day of the disease, while only 
2:5% died between the thirtieth and fortieth days. A 
marked prolongation of life in children suffering: from 
tuberculous meningitis and treated with streptomycin has 
been observed. Only 24 children died before the fortieth 
day and 23 lived for from 50 to 250 days, while 3 children 
survived for 260 days from the onset of the disease. 

On post-mortem examination the usual exudative pro- 
cess of tuberculous meningitis in the pia-arachnoid was 
present only in 2 cases. In 38 cases exudation was 
inhibited and in 12 cases no exudate was found. No 
inhibition of tubercle formation was observed. The 
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following anatomical changes were considered to be the 
result of the treatment: (1) inhibition of exudative 
inflammation; (2) predominance of productive inflam- 
mation with adhesions; (3) predominance of localized 


‘basal meningitis; (4) rare occurrence of anatomical 


restitution to normal (3 cases). 

No significant difference between controls and treated 
cases as regards vascular inflammatory changes of the 
pia-arachnoid was observed. Cerebral softening, how- 
ever, was more frequent in the treated cases (56%) than 
in the untreated (10%). It is stressed that the prepon- 
derance of cerebral changes is not caused by the treat- 
ment. Cerebral softening is due to the prolongation of 
life in treated individuals. J. Flaks 


825. Modification of Meningeal Signs by Concomitant - 


Hemiparesis 

M. W. THORNER. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 59, 485-495, April, 
1948. 4 refs. ‘ 


Common causes of meningeal irritation are described, 
together with the resulting physical signs. It is pointed 
out that both Kernig’s and Brudzinski’s signs are accom- 
panied by flexion of the contralateral hip- and knee- 
joints, and commonly by pain in the back and down the 
passively raised leg. If meningeal irritation is compli- 


cated by hemiplegia or hemiparesis, flexion of the contra- . 


lateral joints is no longer seen. It is considered that an 
intact pyramidal tract is essential for this flexion. In 
comatose patients with signs of meningeal irritation the 
presence of a unilateral pyramidal lesion may be difficult 
to determine, but the absence of flexion of the contra- 
lateral limb on passive flexion of one hip suggests hemi- 
paresis of the contralateral limb. Hugh Garland 


OTHER NERVOUS DISORDERS 


826. On the Pathogenesis of Causalgia in Peripheral 
Nerve Injuries 
P. W. NATHAN.~ Brain [Brain] 70, 145-170, June, 1947. 
2 figs., 51 refs. 


From the histories given by the patients, it is possible 
to distinguish three main types of pain after nerve 
injuries. These are causalgia, ‘* pins and needles ”’, and 


deep pain. All three may vary in severity. Ten illustra- . 


tive case histories and the frequency of distribution of the 
types are given. Out of a series of 160 cases, 22 had 
causalgia. The nerves involved were the sciatic (7), 
median (7), peroneal (3), ulnar (3), tibial (1), and musculo- 
cutaneous (upper limb) (1); 18 of these patients had 
partial lesions and 4 had complete lesions. The site of 
the origin of the causalgic pain was investigated. — 
Lewis suggested that irritation of the nerve at the site 
of injury stimulated the posterior root system and led to 
the release of ‘‘ H ”’ substance in the skin, thus inducing 
erythralgia. If this hypothesis were correct, it follows 
that in causalgia there must be an intact nervous pathway 
from the skin and erythralgia must be present in all cases. 
However, causalgic pain has occurred in phantom limbs 


after amputation. In 6 of the author’s cases there was 


partial somatic sensory innervation and in another 6 
there was no evidence of any such innervation. Trans- 
mission of the impulses could not be dependent upon 
somatic proprioceptive pathways because in 4 cases there 
was no innervation of muscles underlying the painful 
areas. If the pain impulses could arise in completely 
denervated areas, it may be argued that they reached the 
central nervous system through adjacent overlapping 
nerves. The concept is inherently absurd, but it was put 
to the test in one case, by blocking the appropriate nerve 
with procaine. The block was complete, but the pain 
was wholly unaltered. 

The sympathetic innervation of the affected areas was 
investigated by performing ‘“‘ quinizarin ’’ sweating tests, 
and complete denervation was proved in 10 cases; in 
1 case sweating was diminished, in 2 cases it was 
profuse. Thus, although sympathetic innervation of the 
skin is not essential for the production of causalgia, it is 
possible that the impulses might reach the central nervous 
system by the nervi vasorum and the sympathetic network 
around the vessels supplying the otherwise denervated 
part. Itis generally believed that only the most proximal 
parts of the main vessels of the limbs receive sympathetic 
fibres from the brachial and lumbo-sacral plexuses. 
Below this the vessels are supplied by sympathetic fibres 
carried in the peripheral nerves. Therefore, it is probable 
that where there is absence of sweating the vessels of the 
underlying area are also denervated. 

_ Inerythralgia there is a lowering of threshold for pain 
evoked by light pin-prick and by heat andcold. The pain 
is also evoked by friction of the affected area of skin, and 
is invariably aggravated by raising the venous pressure in 
the limb. In some of the author’s cases there was com- 
plete ‘analgesia: in others hypoalgesia with a raised 
threshold to pin-prick and hair-pulling. However, once 
this threshold had been passed, there was marked over- 
reaction to the prick. No hyperalgesia to heat was found 
and there was no constant effect upon the pain when 
venous pressure was increased. Both of the conditions 
essential to Lewis’s hypothesis were thus absent in some 
of the cases with causalgia. The author concluded that 
the pain impulses arose in the central end of the damaged 
nerve. The literature on the role of the sympathetic 
system in pain conduction is briefly reviewed. The 
pathogenesis of causalgia is discussed; vascular stasis, 
vasoconstriction, and vasodilatation havé all been sug- 
gested as causal factors, but the author considers that 
these theories are untenable in view of the clinical findings. 
Effective electrical, mechanical, or chemical stimulation 


of the cut end of a nerve or an intact nerve gives rise to’ 


severe pain in the area of distribution of the nerve. It is 
suggested that in causalgia pain fibres are stimulated at 
the site of injury. The severity of pain leads to immobi- 
lization and disuse of the limb with vascular and trophic 
sequelae. 

Doupe et al. (J. Neurol., Neurosurg. Psychiat., 1944, 7, 
33), postulated that afferent somatic nerve fibres were 
stimulated by efferent impulses travelling in the sym- 


pathetic fibres, the point of stimulation being at the site — 


of injury to the main nerve trunk. Granit et al. (Brain, 
1944, 67, 125) have proved the possibility of transmission 
of impulses from efferent to afferent fibres at an artificial 
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synapse caused by cutting or even by ligation of the nerve. - 


Thus, there is not only an adequate explanation of the 


pathogenesis of causalgia, but also an explanation of the © 


fact that bouts of pain are often associated with involun- 
tary movements of the limb [and are precipitated and 
aggravated by emotional factors. This paper is a 
stimulating and useful contribution to the literature deal- 
ing with causalgia. The clear definition of types of 
pain and the differing responses to treatment are helpful.]. 
Ruth E. M. Bowden 


827. Vegetative Hypertrophic and Atrophic Sciatica. 
(La névralgie sciatique végétative hypertrophique et 
atrophique) 

V. PrrHa. Revue Neurologique [Rev. neurol.] 79, 491- 
499, July, 1947. 4 figs. 


Under this somewhat cumbrous title the author seeks 
to isolate from the general group of “ sciaticas ”’ a new 
syndrome, worthy of special recognition, in which sciatic 
pain is associated with muscular hypertrophy and hyper- 
tonus on the one hand and with atony and wasting on the 
other. In each case the tendon reflexes are alleged to 
remain unaltered. The author believes that this special 
syndrome may be observed in cases resulting from a dis- 
placed intervertebral disk as well as in cases of neuritic 
origin. : J. St. C. Elkington 


828. ‘Treatment of Migraine with Histamine. Review 


of One Hundred and Forty-four Cases 

D. Macy and B. T. Horton. Journal of the American 
Medical Association {[J. Amer. med. Ass.] 137, 1110-1114, 
July 24, 1948. 6 refs. 


The authors treated 144 patients with migraine by 
administration of histamine subcutaneously or intra- 
venously; in a few cases the combined method was 
employed. The subcutaneous route was found to be 
more effective. A solution containing 0-275 mg. of 
histamine phosphate per ml., equivalent to 0-1 mg. of 
histamine base, was used subcutaneously, the initial dose 
being 0-1 ml. of the solution given twice daily. Succeed- 
ing doses were increased by 0-05 ml. The final dose was 
the least amount of the drug which would keep the patient 


- free from symptoms. For intravenous administration, 


2-75 mg. of histamine phosphate was added to 250 ml. of 
isotonic saline and the solution given by the drip method, 
usually for a period of an hour and a half daily, in the 
amounts tolerated by the patient without causing a 
reaction. The average period of treatment by this 
method was 2 weeks. The results were disappointing in 
that the attacks persisted unchanged in 23 to 33% of the 
cases, whilst, although some 60% reported diminished 
frequency and severity of the attacks during treatment, 
of these 88 patients 85 had a recurrence as soon as the 
treatment was stopped or when the amount of histamine 
was reduced below the individual critical level. The 3 
patients whose migraine did not recur were still taking a 
maintenance dose at the time of their “follow up”. 
The authors propose to discuss the rationale of this 
treatment in a subsequent paper. Ruby O. Stern 


829. Amino-aciduria in Hepatolenticular Degeneration 
(Wilson’s Disease) 

L. UzMaAN and D. DENNy-BROWN. American Journal 9 
the Medical Sciences [Amer. J. med. Sci.] 215, 599-611, 
June, 1948. 4 figs., 44 refs. 


_ Hepato-lenticular degeneration is not connected with 
Rh incompatibility. The diagnosis depends on the clear 


. family history, the “* fatuous ’’ smile, the presence of the 


Kayser—Fleischer ring, hepatic cirrhosis, and cerebral 
lesions. The cirrhosis and the cerebral lesions do not 
always develop simultaneously; indeed, one may be 
present without the other. But in ordinary Laénnec’s 
cirrhosis changes in the brain comparable to those found 
in Wilson’s disease are never encountered. 

The present report from the Boston City Hospital and 
the Harvard Medical School not only is a good and 
minute account of the clinical aspects of the disease in 
two brothers, but is also a study therein of disturbances 
of amino-acid metabolism. Briefly, in spite of con- 
siderable difficulties and awkward gaps in our knowledge, 
the authors favour the assumption that Wilson’s disease 
is a basic fundamental defect in the metabolism of amino- 
acids and that the cerebral and hepatic changes are the 
results of this inherent disorder. If this assumption is 
sound, Wilson’s disease must be placed among the other 
well-known maladies associated with congenital defects 
of metabolism, such as alkaptonuria. In any case, con- 
ceptions based on “‘ abiotrophy ”’ are no longer tenable. 

G. F. Walker 


830. Importance of Electroencephalography in _ the 
Diagnosis of Epileptic Attacks in Children. (Importance 
sémiologique de Il électroencéphalographie dans le 
diagnostic des crises épileptiques de l’enfant) 

L. CorniL, A. CREMIEUX, and H.GastautT. Semaine des 
Hépitaux de Paris [Sem. Hép. Paris| 24, 1609-1613, 
July 2, 1948. 5 figs. 


Records taken from epileptic children can be classified 
as definitely, probably, or possibly diagnostic. The first 
class contains necessarily only positive records. The 
main features of value here are: (1) Paroxysmal activity 
appearing during rest in a child with a history of any sort 
of seizure. (2) Slow dysrhythmia greater than that usual 
for the age group of the patient, in a child with a history 
of seizures of a certainly or almost certainly epileptic type. 
Certainty of diagnosis can be achieved by this means in 
90% of cases. Abnormal, but not specifically epileptic, 
records from children with a history of seizures, the 
nature of which is clinically uncertain, are probably 
diagnostic. These records contain either a_ slow 
dysrhythmia incompatible with age, or slow hyper- 
synchronized waves, continuous or paroxysmal, evoked by 
hyperpnoea in a child with a raised blood-sugar level. Of 
only “* possible ’’ diagnostic significance are non-specific 
abnormal records in children with a history of attacks, 
which are clinically unlikely to be epileptic. As well as 
being of unique value in primary diagnosis, the electro- 
encephalogram can also be used to follow the effects of 
treatment and in prognosis. W. Grey Walter 
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831. Children’s Hostels in War and Peace 
D. W. Winnicott. British Journal of Medical Psy- 
chology (Brit. J. med. Psychol. 21, 175-180, July 19, 1948. 


A plea is made for the retention in peace time of hostels 
for difficult children, especially if the children can be under 
the direction of the psychiatrist who sees them in the 
clinics. Little new in psychological theory came out of 
experience of evacuation, but a large number of people 
became aware both of the existence of, and reasons for, 
antisocial behaviour of children. 

There are two categories of children who require 
in peace time to be sent to hostels with specially trained 
staff: (1) those whose homes do not exist; (2) those 
whose parents cannot form a stable background 
in which the child can develop, and those with an existing 
home which contains a mentally ill parent. It is essential 
that the staffs of hostels should be supported and advised 
by the psychiatrist and psychiatric social worker. In 
fact the staff may need more attention than the children, 
for, if the latter are properly placed and cared for in the 
right psychological environment, little other treatment 
may be needed. Individual psychotherapy may be needed 
but it is noticeable that the better the warden or the 
parent the more the intrusion of the psychotherapist will 
be resisted or even resented. Such work is definitely 
prophylactic in the interests of the Home Office, whose 
function it is to prevent crime. 

Sixteen case notes are appended as illustration; the 
wholesale closing down of war time hostels is deplored. 
Attention is drawn to the fact that practically no accom- 
modation is available for psychotic children. ‘‘ Officially 
they do not exist.” R. G. Gordon 


832. Conclusions From Psychiatric Work with Evacu- 
ated Children 

T. Atcock. British Journal of Medical Psychology 
[Brit. J. med. Psychol.] 21, 181-184, July 19, 1948. 


A study was made of 1,140 evacuee children mostly 
from London in: (1) nurseries and hostels with no 
family life; (2) billets where children lived with families 
not their own; (3) family hostels where there was com- 
munal living. In addition 150 local children who lived 
with their own families were observed. Children 
separated from their own families were commonly de- 
pressed and as a result fell behind at school and gave the 
appearance of mental laziness. Sometimes there was a 
disinclination for or refusal of food and even a develop- 


’ ment of withdrawal and guilt feeling. On the whole, 


foster homes provided a better environment than did 
institutions, though good foster homes were very few 
and bad foster homes were very bad. Institutional life 
Specially affects children under five but in any case there 
is a tendency for children living away from their families 
to develop an “us and them” feeling. Unconscious 


feelings of hostility for children not their own may also 
be observed in adults. This results in a spiritual loneli- 
ness in the child which is not uncommon throughout 
modern civilization and which results in a social dis- 
harmony between children and adults not beneficial to 
either. R. G. Gordon 


833. Social Conflict and the Challenge to Psychology 

R. E. Money-Kyrwe. British Journal of Medical 
Psychology (Brit. J. med. Psychol.) 21, 215-221, July 19, 
1948. 


Psychologists have recently claimed that world 
problems are psychological as well as economic. Now 
that economic theories have not proved very successful, 
psychologists are being challenged to make good their 
claims. The difficulty of this lies in the difference of 
attitude between science and ethics. Science is neutral 
in its attitude and may therefore be evasive. Ethics are 
partisan. While in individual mental health the environ- 
ment is important, the underlying motives are really more 
important. So in social health a study of motives may 
also be significant and the promotion of this study may be 
the contribution of psychology to social sciences. A 
non-partisan approach to the study of motives will show 
how society tends to divide everything into white and 
black, into good and bad, and how the guilt of one side 
is projected into the bad (opposing) party or nation. 
Even people who are normally both modest and 
charitable in private life and easily forgive their enemies, 
find it much harder to criticize the party or nation with 
which they identify themselves and may be implacable 
in their moral condemnation of its opponents. Those 
who are unable to admit any share of blame are never 
able to forgive their enemies and those who are never 
forgiven find it still more difficult to become conscious 
of their guilt. Thus the denial and projection of guilt 
is one of the main factors in national and political 
vindictiveness and so tends to the perpetuation of all 
feuds and to political callousness and tyranny. Rapid 
progress cannot be expected in changing the viewpoint 
of individuals, but gradually more and more people may 
be got to think in this way. R. G/Gordon 


834. Therapeutic Implications in the Use of the Group 
in Recreation with Psychotics 

R. FisHer. Mental Hygiene [Ment. Hyg., N. Y.] 32, 465- 
473, July, 1948. 


Recreation for the patients is an important part of any 
mental hospital programme and it is valuable to study 
the purposes of recreation and correlate them with the 
general treatment. Through recreational activities an 
attempt is made to utilize whatever of the patient’s 
personality remains accessible. Recreation provides a 
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means of constant attack on the patient’s tendency to 
preoccupation with his life of phantasy and brings con- 
tinuous pressure to bear to restore him to reality situa- 
tions. Positive social relations can be established with 
the recreational therapist and creative and constructive 
recreations can be devised which give the patient the 
dignity, respect, and positive feeling that he needs. 
Identification with the group is in itself therapeutic 
because it signifies belonging and being accepted, thus 
countering the feelings of rejection and not being loved 
which weigh so heavily on the patient’s mind. It also 
puts on him an obligation, which still further brings him 
out of himself. Those who have been members of the 
group for some time and are improving encourage the 
newcomers so that their tension and loneliness is relieved. 
Patients also learn social skills and co-operation, while 
the hyper-activities of some are canalized and made more 
purposeful and this gives them more satisfaction. The 
patient changes from a state of absorption with his own 
problems to one of awareness of those of other people 
and generally becomes more extroverted. R. G.. Gordon 


835. Psychiatric Problems Amongst Evacuated Children 
W.C. M. Scott. British Journal of Medical Psychology 
[Brit. J. med. Psychol.] 21, 171-174, July 19, 1948. 


A study was made of 200 unselected problem children 
encountered during the war. The author, who is not 
impressed with advances in child psychiatry, regards this 
subject as the cinderella of medicine and concludes that 
there are a large number of neurotic children and that 
better results are obtained by the treatment of children 
than by that of adults [hardly a very original observation]. 
He maintains that certain symptoms in evacuees—fre- 
quent masturbation, restlessness, overactivity, delin- 
quency—led more frequently to the need for hostel care, 
whereas other symptoms were more easily tolerated in 
foster homes, but that the range of seriousness of illness 
does not differ greatly from that of adults. Many 
seriously ill children were adequately dealt with in suit- 
able foster homes and could be treated as out-patients. 
He thinks that many already trained psychiatrists will 
have to abandon work with adults and learn what can be 
taught and done in child psychiatry. R. G. Gordon 


836. ‘Nail Biting and Mental Health. A Survey of the 
Literature 

J. C. COLEMAN and J. E. McCatitey. Mental Hygiene 
[Ment. Hyg., N. Y.] 32, 428-454, July, 1948. 29 refs. 


Nail-biting has been supposed to occur in nervous 
children and adults and is a characteristic which can 
easily be observed. Can it be used to diagnose psycho- 
neuroses, especially in those who would be liabilities in 
the services or in industry? In the present article this 
question is answered in the negative. The published 
literature is reviewed and various statistical studies are 
quoted. The habit shows a decreasing incidence with 
age, but on the whole the characteristic is not rare and is 
more widespread than is generally believed. It was 
found in one-fourth of young men eligible for service in 
America. The majority of delinquents are said to be 


nail-biters but the converse does not hold and nail-biting 
is not a diagnostic criterion, though it may indicate some 
insecurity and difficulty of adjustment, serving as it does 
to reduce tension. The habit is more common jp 
children from broken homes than in those whose fami 

is intact. Corrective procedures in which restraint or 
bitter applications are used are even more contraindicated 
than for thumb sucking. Therapeutic measures must be 
aimed at relieving the underlying tensions and this 
involves treatment of the child’s whole personality along 
the lines of reduction in environmental stress and 
strengthening of the personality in terms of adequacy and 
security. R. G. Gordon 


837. The Ephedrine Treatment of Nocturnal Enuresis- 
G. pE M. Rupotr. Journal of Mental Science {J. ment, 


Sci.] 94, 629-640, July, 1948. 6 refs. 


The author has tried out the effects of ephedrine 
hydrochloride on nocturnal enuresis in 90 mental 
defectives at Hortham Colony, Bristol. The patients 
were of both sexes and their ages ranged from 2 to 27 
years. His main conclusions were: (1) Improvement 
occurred in approximately 40 to 60% of patients but some 
patients became worse. (2) Optimal dosage appeared 
to be approximately gr. 1 (65 mg.) at night for children 
and adults. (3) Higher-grade defectives reacted more 
favourably than did lower-grade defectives. (4) The 
improvement rate was higher in older patients, than in 
the younger ones. (5) Because improvement was not 
maintained after prolonged treatment, or after treatment 
was discontinued, intermittent treatment—that is, 
treatment for a month at a time with a month’s interval— 
might be more advantageous. The effect of ephedrine 
is said to be due to its action in contracting the trigone 
and relaxing the fundus of the bladder. 

 D. S. Fairweather 


838. Does Glutamic Acid Have Any Effect on Learning? 
E. STELLAR and W. D. McELrRoy. Science [Science] 
108, 281-283, Sept. 10, 1948. 9 refs. 


It has been asserted that administration of large doses 
of glutamic acid to epileptic and retarded children not 
only decreases the number of seizures but also increases 
mental alertness; suggestive, although not conclusive, 
evidence has been reported to show that the performance 
of intelligence tests is improved. The results of animal 
experiménts are conflicting, some workers reporting 
positive effects upon maze learning, others, using dif- 
ferent methods or strains of animal, denying any effect. 

In the present article an experiment is described which 
was designed to duplicate, as nearly as possible, the 
experiment of Zimmerman and Ross (Arch. Neurol. 
Psychiat., Chicago, 1944, 51, 446), only the strain of rat 
being different. Zimmerman and Ross studied the 
learning by a group of rats of the Sherman strain of the 
Warner—Warden single alternation maze, and demont- 
strated that the rats to whom excess glutamic acid had 
been given reached the criterion of perfect learning after 
fewer trials, made fewer errors, and took less time if 
running. The authors used 28 pigmented rats from the 
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Johns Hopkins colony and studied their performance on 
two additional mazes as well. They conclude that at 
present there is little evidence of a “ facilitating effect ’’ of 
excess glutamic acid on learning, since, as they state, they 
found no differences between experimental and control 
animals in the “ errors, time, or number of trials to reach 
the criterion ”’. 

[Inspection of the tables in the article reveals a differ- 
ence which the authors seem to have neglected—namely, 
in the Warner—Warden single and double alternation 
mazes, but not in the elevated double alternation maze, 
the standard deviation of the “ tota] time” scores is 
significantly smaller (on Fisher’s z test) for the experi- 
mental animals than it is for the control animals. This 
difference is compatible with a hypothesis that a real 
effect has been produced by glutamic acid in a minority 
of the animals. At any rate it is a finding which requires 
explanation.] D. Russell Davis 


839. Clinical Observations on the Prolonged Use of 
Hexenal ’’ in Psychiatry. (Knunuyeckue 
no MpHMeHEHHW B MCHXHa- 
‘TpHYeCKOH MpaKkTHKe) 

D. M. Kuutk. Hesponatonorua u I[lcuxuatpua 
[Nevropat. Psikhiat.] 17, No. 2, 42-46, 1948. 


“ Hexenal ”’ is a hexobarbitone analogue found useful 
in states of psychomotor activity. It has been used on 
62 patients in order to study the effect of prolonged 
treatment. Of the 62 patients, 41 were women and 21 
men; they were mostly suffering from schizophrenia, the 
illness having lasted from 1 year to 3 years or longer. 
Altogether, 455 injections were given: 370 of hexenal, 
35 of “ evipan ”’, and 55 of a combination (hexenal with 
“amytal’’, MgSO,, sodium barbitone, and other drugs). 
The intramuscular method was found to be the most 
effective in psychiatric practice. The doses ranged from 
0:2 to 2 g., the optimum dose being 1 g. Rectal admini- 
stration was also used. 

Hexenal produces a state of hibernation. It has been 
found useful in transporting patients to hospitals. 
Complications were found in 8 cases only—pallor of the 
face, urobilin' in urine, decrease in pulse rate, and 
infection at the place of injection—and disappeared 
without any ill effects. Deep anaesthesia can be cut 
short by camphor injection. Sleep was induced in 15 to 
20 minutes. In 25% of cases the drugs had no effect at 
all. If the drug was used frequently, the induction 
period was increased, sometimes up to 4 hours. The 
length of anaesthesia averaged 4 hours, but it varied from 
22 to 24 hours in cases of rectal administration. In 29% 
of cases, the patient was restless; only in 6-5% of cases 
was anaesthesia deep and the patient unresponsive to 
external stimuli. Awakening was either sudden or 
gradual. During the period of induction, anaesthesia, 
and awakening, in patients under prolonged treatment, 
psychopathological symptoms were noticed which had 
not been present before treatment. Visual hallucina- 
tions were common; next came fibrillations and contrac- 
tions of various groups of muscles. During awakening, 
disturbance of water balance and loss of appetite were the 
most common occurrences. The patients complained of 


excessive thirst, often combined with polyuria and 
polyphagia. In some patients increased libido was 
noticed. These complications were mostly found in 
patients undergoing prolonged treatment. Every patient 
undergoing treatment had several days of rest after every 
injection. During these periods the patient was quiet. 
A single injection arrested motor excitement for 3 to 
4 hours, after which the patient returned to his previous 
state. In prolonged treatment, success was obtained 
when the reaction of the autonomic nervous system was 
relatively great. This led to the conclusion that treat- 
ment should be directed towards producing “ shock ”’ in 
the autonomic nervous system. To stop chronic motor 
activity, 10 to 35 injections are required. The initial 
** shock ”’ to the autonomic nervous system is important; 
recovery then proceeds spontaneously. T. Guercken 


840. Clinical and EEG Investigation of Prefrontai 
Lobotomy Patients 

H. Stevens and A. MoscovicH. American Journal of 
Psychiatry [Amer. J. Psychiat.) 104, 73-80, Aug. 1947. 
7 figs., 25 refs. 


The authors examined 96 patients; in 29 of these 
leucotomy had been performed and 17 of these 29 were 
examined both before and after operation. A control 
group consisted of 14 volunteer medical students, and 52 
mental hospital patients who had had various forms of 
shock treatment. The sympathetic response was tested 
by injection of 1 ml. of adrenaline (0-05 mg.) intrave- 
nously in 10 seconds. The rise in systolic blood pressure 
was twice as great in the leucotomized patients as in the 
controls, while the increase in pulse pressure showed 
an even greater difference. Pilomotor reactions and 
shivering were common in the patients operated on but 
not in the controls.. The parasympathetic response was 
tested by means of physical and pharmacological 
stimulation of the carotid sinus [the article is an 
abstract of a paper read at a meeting of the American 
Psychiatric Association in May, 1946, and details of this 
technique are not given]. The response to carotid-sinus 
stimulation in the leucotomy patients was “ dramatic ”’; 


the electrocardiogram (ECG) showed slowing of the. 


heart in 84% of cases and increased QRS interval; the 
electroencephalogram (EEG) revealed high voltage 
slow waves of 9 to 5 per second and there were convul- 
sions in 88% of the patients. There was much less 
alteration in both the ECG and EEG of 8 normal 
controls, and no fits occurred. Mental hospital patients 
who had had electroconvulsion, ‘* metrazol ’’, or insulin 
shock treatment gave a response comparable with that of 
the leucotomy patients, but the most striking response of 


* all was seen in patients who had undergone leucotomy 


and who had also had shock treatment. The authors 
found that amphetamine “ in sufficient amount ”’ seemed 
to abolish the carotid-sinus reflex, while acetyl-8-methyl- 
choline enhanced it. 

{It is possible that this condensed version of the 
original address gives a false impression, but the account 


of these interesting experiments is not convincing, and _ 


anyone intending to follow up the work should secure 
the original paper.] P. Mallinson 
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Infectious Diseases 


VIRUS INFECTIONS 


841. Studies on Dengue Fever. I. Studies on Dengue 
Virus and Immunity 

N. Isuu. Japanese Medical Journal [Jap. med. J.) 1, 
160-175, April, 1948. 2 figs. 


This paper reports studies on dengue during the period 
1942-44. Inoculation of blood from dengue patients 
into the anterior chamber of the rabbit’s eye is said to 
have produced haemorrhage in the iris. The virus could 
be passaged in series in rabbit eyes, and after from 4 to 11 
passages the rabbit material gave rise to dengue when 
injected subcutaneously into volunteers. Dengue virus 
was passaged intracerebrally in mice: the nervous 
symptoms were inconstant, but after 8 brain passages 
mouse brain gave rise to dengue on subcutaneous in- 
jection in man. Subsequently the sera of volunteers who 
had been inoculated with mouse brain, or anterior 
chamber fluid of rabbits’ eyes, were injected intra- 
cerebrally, intra- and subcutaneously into mice. These 
mice all died in from 3 to 6 days. White rats could also 
be inoculated with mouse brain or blood: they also died 
in from 3 to 5 days. In the livers of mice dying from 
dengue, degeneration and necrosis of liver cells were 
present: no special changes were seen in the brains of 
infected mice. 

[It is greatly to be regretted that experiments were not 
carried out to make certain that the “ dengue”’ virus 
passaged in mice had not become contaminated with 
some other virus. It is known that one virus labelled 
“dengue ”’ by the Japanese was in reality Rift Valley 
fever virus, as American workers who examined this sup- 
posed dengue virus subsequently developed Rift Valley 
fever. Rift Valley fever virus inoculated into mice by 
any route kills them in 3 to 6 days with necrosis of the 
liver. The history of the Rift Valley fever virus, labelled 
dengue by the Japanese, is as follows. Sheep blood was 
received from Kenya in London: the virus was inocu- 
lated into mice and a neurotropic strain was developed 
from the viscerotropic strain. These two strains were 
supplied to the Pasteur Institute ‘in Paris, whence they 
were taken to Japan in 1939.] G. M. Findlay 


842. Has Methionine a Protein Sparing Effect in Acute 
Infectious Hepatitis? 

H. Popper, D. D. Kozoii, F. STEIGMANN, and W. T. 
MoK. American Journal of the Medical Sciences [Amer. 
J. med. Sci.| 215, 624-630, June, 1948. 4 figs., 35 refs. 


This presents a clinical study of 4 patients and sub- 
stantial experimental evidence to show that methionine 
has no protein-sparing effect in patients with infective 
hepatitis: The lack of a protein-sparing effect in in- 
fective hepatitis disposes of the notion of a methionine 
deficiency due to its use for lipotropic activity or detoxifi- 
cation. ‘ 


There is well-established evidence that nutritional ex. 
perimental cirrhosis or necrosis produced by a low. 
protein diet can be improved by methionine, which, by 
providing labile methyl groups, acts as a lipotropic agent 
and, by supplying sulphhydryl groups, aids in detoxifi- 
cation of the liver. In human cirrhosis, at least if the 
liver is large, and #n toxic hepatitis, methionine may well 
be of clinical therapeutic value. Its therapeutic effect in 
infective hepatitis of the viral type is very doubtful, and 
this paper gives the reasons in terms of nitrogen balance 
and with due regard for the erratic unpredictable course 
of viral hepatitis. G.-F. Walker 


POLIOMYELITIS 


843. Transfer of Poliomyelitis to the Mouse. (Die 
Ubertragbarkeit der Poliomyelitis auf Mause) 

J. Mo6se. Klinische Medizin (Klin. Med., Wien] 3, 511- 
528, July 1, 1948. 6 figs., 35 refs. 


The author gives an extensive review of the literature 
on the infection of laboratory animals with poliomyelitis 
virus before reporting his own experiments, and con- 
cludes from this review that mice can be infected with the 
poliomyelitis virus. Hitherto in successful experimental 
series other authors had to rely on preliminary adaptation 
of the virus to monkeys and then to cotton-rats (Sigmo- 
don hispidus); only from these larger rodents could white 
mice be infected by intracerebral injection. The maxi- 
mal dose which can be employed in this technique is 
0-02 ml. of the infective material, usually a 5% emulsion 


of combined brain and spinal cord tissue. As a larger 


amount of infective material might make a direct trans- 
mission of the virus from man to mouse possible, the 
author considered that a new technique by which the 
material was brought into close contact with the central 
nervous system would improve the chance of such a 
direct transmission. This new technique consists in 
injecting 0-2 ml. into the retrobulbar space of the orbit. 
It is important to use a fairly large needle with a short 
bevel. An assistant holds the mouse with 2 fingers 
around the neck, exerting some pressure from both sides. 
The other hand holds the tail. In this way the mouse 
is held in a fixed position and the pressure in the region of 
the neck causes the eyeballs to protrude from the orbits. 
The needle is now pushed behind the eye from a tem- 
poral direction in a line drawn from the anterior aspect of 


the ear of the same side to the eye. The volume is large . 


for the space available but the fluid diffuses: (a) into 
the orbital tissue; (6) by way of the nerves and blood 
vessels beneath the meninges of the corresponding hemi- 
sphere; and (c) into the subcutaneous tissue of the tem- 
poral part of the face. After injection the mice are usually 
slightly dazed but soon return to normal. If bubbles 
of air or larger particles are injected into a vessel the mouse 
may die instantaneously. If the needle is pushed more 
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than 2 mm. into the orbit the bony walls may be pierced 
and the injected fluid will run out of mouth and nose. 
The material injected consisted of: (a) well soaked 
nasal and pharyngeal swabs the contents of which were 
suspended in 2 ml. of sterile physiological saline, and (6) 
cerebrospinal fluid. The specimens were injected not 


later than 1 to 2 hours after their withdrawal. Bacterio- 


logical controls of both kinds of specimens were carried 
out. As the material from both nasal and pharyngeal 
swabs contained the normal flora of the upper respiratory 
tract it was found expedient to use brown mice of impure 
breeds which were more resistant to these bacteria than 
white laboratory mice. 

Successful infection of mice with poliomyelitis virus is 
manifested by marked paresis of the limbs. There is no 


reaction to acoustic stimuli. The animals lie either on — 


abdomen or flank and die within 3 to 6 days. Micro- 
scopically there are inflammatory changes, infiltrations 
of round cells, hyperaemia, and haemorrhages. The 
poliomyelitis virus could be kept alive in mice through 7 
passages after which pathogenicity disappeared com- 
pletely. As the most constant lesions are found in the 
hemispheres encephalomyelitis of white mice (Theiler) 
has to be excluded. As bacteriologically sterile cerebro- 
spinal fluid (C.S.F.) produced the symptoms and lesions, 
encephalomyelitis latent in the strain of mice used must 
have been activated by injection of the poliomyelitis 
virus. Injection of C.S.F. from normal persons never 
produced symptoms or lesions. Although the hypo- 
thesis of activation of the encephalomyelitis virus is 
improbable, the author cannot exclude it entirely, for he 
was unable to attempt reinoculation of higher animals 
for lack of monkeys. 

Of 16 clinical cases of poliomyelitis, infection of mice 
with material from combined nasal and pharyngeal swabs 
was successful in 15 cases and unsuccessful in 1 case. 
Infection with C.S.F. was successful in 7 of these cases 
(between the seventh and eleventh days of disease) and 


- unsuccessful in 9 cases. The same materials from 6 


patients not suffering from poliomyelitis did not produce 
any symptoms in mice injected in the same way. Statis- 
tical analysis of the figures shows that the findings can 
hardly have been due to chance. . 

- [If the author’s results can be confirmed by others an 
important. step will have been taken in poliomyelitis 
research and in the search for means to deal with this 
infection. ] K. S. Zinnemann 


844, Susceptibility of the Rabbit to Virus of Epidemic 
Poliomyelitis. (Réceptivité du lapin au virus de la 
poliomyélite épidémique) 

G. BLANc and L.-A. MARTIN. Comptes Rendus Heb- 
domadaires des Séances de I’ Académie des Sciences [C. R. 
Acad. Sci., Paris] 227, 242-243, July 19, 1948. 


It is claimed that the rabbit can be infected with the 
virus of poliomyelitis by intracerebral, intraocular, 
intramuscular, intratracheal, and intraperitoneal inocula- 


‘tion or intranasal instillation. The normal temperature 


of the rabbit is about 39-5° C., but in from 2 to 15 days 

after injection of virus the temperature rises to 41° C. or 

more, and remains elevated for 3 or 4 days. Usually the 
M—R 


temperature falls to normal, but sometimes the rabbit 
dies, though macroscopically there are no characteristic 
lesions at necropsy. The virus is found in the blood, 
cord, and spleen. Rabbits which have received a rabbit- 
passage virus or a monkey-passage virus show no reaction 
after a second inoculation of either passage virus. 
Monkeys which have recovered from an attack induced 
by a monkey-passage virus are insusceptible to rabbit- 
passage virus. Fresh monkeys inoculated with the 
rabbit-passage virus react differently following the mode 
of inoculation. A thermal reaction is always seen, but 
only one monkey inoculated intraperitoneally and into 
the spinal cord has shown paralysis after 25 days. The 
lesions in the cord were those of poliomyelitis. The 
rabbit-passage virus was neutralized in vitro by human 
convalescent poliomyelitis serum, by the sera of monkeys 
which had recovered, and by the serum of a donkey which 
had received numerous intravenous injections of monkey- 
passage virus. G. M. Findlay 


845. Poliomyelitis in Philippine Cynomolgus Monkeys 
After Simple Feeding 


H. K. Faser, R. J. SILVERBERG, and L. DONG. American 
Journal of Hygiene [Amer. J. Hyg.} 48, 94-98, July, 1948. 
10 refs. 


846. Poliomyelitis in the Cynomolgus Monkey Follow- 
ing Oral Inoculation 

H. A. Howe and D. BopiAn. American Journal of 
Hygiene [Amer. J. Hyg.] 48, 99-106, July, 1948. 12 refs. 


847. Comparative Susceptibility of Cynomolgus and 
Other Monkey Species to Poliomyelitis Virus by the Intra- 
cerebral and Oral Routes 

J. L. MELNICK and H. VON MAGNus. American Journal 
of Hygiene [Amer. J. Hyg.] 48, 107-112, July, 1948. 25 
refs. 


848. Tonsillectomy in Experimental Poliomyelitis 


H. Von Maacnus and J. L. MELNICK. American Journal 


of Hygiene (Amer. J. Hyg.) 48, 113-119, July, 1948. 
21 refs. 


These four papers describe experiments concerning the 
ease of infecting cynomolgus monkeys by the gastro- 
intestinal tract. Faber, Silverberg, and Dong were able. 
to produce paralytic poliomyelitis in 3 out of 6 Philippine . 
cynomolgus monkeys when a recently isolated strain (in 
cynomolgus monkey cord) was given mixed with the 
food. The histological lesions were consistent with the 
hypothesis that the virus entered by the oropharynx 
in 2 cases and by the intestine in the third. Howe and 
Bodian tested cynomolgus monkeys from Siam, Java, and 
the Philippines. They stress the importance of using as 
inoculum infected homologous monkey cord, and not 
rhesus cord or human stool. Melnick and von Magnus 
also emphasize the importance of using homologous 
material as inoculum for feeding experiments. Using 
the cerebral route, they found Philippine cynomolgus and 
rhesus monkeys to be equally susceptible to the Yale-SK 
strain of virus. Von Magnus and Melnick subjected 
Philippine cynomolgus monkeys to tonsillectomy, and 
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infected them with the Y-SK strain in bananas. They 
found that this operation greatly increased susceptibility, 
for 13 out of 14 tonsillectomized cynomolgus animals 
developed poliomyelitis, whereas only 2 out of 15 animals 
not operated on developed the disease after feeding. 

A. J. Rhodes 


849. Poliomyelitis in an Uninoculated Rhesus Monkey, 
and in Orally Inoculated Monkeys, Receiving Desoxy- 
pyridoxine 

D. BoptiAN. American Journal of Hygiene {Amer. J. 
Hyg.) 48, 87-93, July, 1948. 19 refs. 


A rhesus monkey which had received large quantities 
of desoxypyridoxine developed paralytic poliomyelitis, 
histologically confirmed, although it had never been 
inoculated deliberately with virus. It is probable that 
infection occurred by ingestion of material accidentally 


contaminated by a poliomyelitis strain (Brunhilde) being 


investigated at the same time. As adult rhesus monkeys 
are normally resistant to oral inoculation, experiments 
were carried out to see whether desoxypyridoxine facili- 
tated infection after this route of administration. It was 
found that 2 out of 11 rhesus monkeys so treated and 
infected developed paralytic poliomyelitis. It was con- 


cluded that the effect of the desoxypyridoxine was to- 


prevent an immune response or to increase peripheral 
invasiveness. A. J. Rhodes 


See also Section Hygiene, Abstracts 448-51. 


RICKETTSIAL INFECTIONS 


850. Action of Human Convalescent Serum on the 
Viruses of Murine and Classical Typhus. (Zur Wirkung 
menschlicher Rekonvaleszentenseren auf murines und 
klassisches Fleckfiebervirus) 

H. R. FRANK and K. H. May. Zeitschrift fiir Hygiene 
und Infektionskrankheiten [Z. Hyg. InfektKr.] 127, 
489-495, 1948, 2 figs., 16 refs. 


The tests recorded in this paper were carried out in 
1943 on mice and guinea-pigs injected intraperitoneally 
with: (a) a mixture of 0:25 ml. of 1 in 10 brain suspen- 
sion, from a mouse with a severe attack of Mexican 
murine typhus, and human convalescent serum obtained 
after typhus fever between the eighth and forty-first days 
after disappearance of fever and stored for 30 to 150 days; 
(b) a mixture of louse-borne typhus rickettsiae and the 
serum as in (a). Suitable controls received the virus 
and normal human serum. There were 4 groups in the 
(a) series; in one group all mice remained healthy; in 
another some remained healthy and others developed the 
disease; in a third, some mice were protected, some be- 
came ill, and the remainder died; in the fourth group all 
mice died. These results indicated that the protective 
power, as well as immune-body titre, of convalescent 
human sera, obtained 7 to 33 days after fever subsided, 
varied very widely. In the (5) series no guinea-pig was 
fully resistant to infection after injection with louse-borne 
typhus rickettsiae and convalescent serum, but in all 
animals the incubation period was lengthened and the 


temperature was lower in comparison with controls, 
The anti-infective effect of certain human convalescent 
sera was the same in both series, but no correlation was 
found between the absolute height of agglutination titre, 
time of obtaining sera from convalescent human subjects, 
and the immunizing power of the individual sera. Some 
of the non-preserved sera were active after 2 months’ 
storage, while the phenolized sera retained their anti- 
infective power for more than 3 months. It is concluded 
that animal experiment is the most suitable method of 
assay of typhus convalescent serum. H. P. Fox 


851. Typhus Immunity and Prophylactic Inoculation, 
(Fleckfieberimmunitat und Schutzimpfung) __ 

R. Siecert. Zeitschrift fiir Hygiene und Infektions- 
krankheiten [Z. Hyg. InfektKr.| 127, 512-520, 1948, 2 
figs., 14 refs. 


Clinical observations and guinea-pig experiments 
showed that typhus immunity may be assumed to be 
due to “ anti-infective’’ and antitoxic components, . 
either of which may vary in potency. The anti-infective . 
immunity is of greater prophylactic significance, for it is 
after its breakdown that the “ antitoxic ’’ immune bodies 
exert their action by detoxicating the causal organism 
and thus reducing the severity of symptoms of the 
disease. A prophylactic inoculation to be fully effica- 
cious should stimulate to the greatest possible extent 
both immunity components. It is held that there is no 
correlation between the antitoxin titre and agglutinin 
formation observed after protective vaccination. The 
degree of “antitoxic” immunity conferred upon 
guinea-pigs by the present day methods of prophylactic 
inoculation is one-eighth that evoked after an artificial 
typhus infection. In man another protective inoculation 
is necessary in those persons who, having once withstood 
the typhus infection, are again exposed to a new infection, 
for example, laboratory personnel. Among the latter, 
Henderson’s test should be used as a routine procedure 


. for the control of immunity. Further researches are 


urged to ascertain whether by modifying the present 
day method of protective inoculation and by using a 
vaccine with a higher concentration of antigens the 
efficacy of immunization may be enhanced. H. P. Fox 


852. Toxoid-like Antigens of Rickettsia prowazeki. 
(Toxoidartige Antigene der Rickettsia prowazeki) 

R. BieELING and L. OgLricus. Zeitschrift fiir Hygiene 
und Infektionskrankheiten [Z. Hyg. Infektkr.] 128, 250- 
254, 1948. 4 refs. 


Rabbits were immunized against a fresh Rickettsia 
prowazeki infection when injected intravenously with the 
unheated supernatant fluid from a centrifuged suspen- 
sion of toxic parasites. The serum from the rabbits so 
immunized suppressed the development of skin rickettsia 
infection in another rabbit, and neutralized the toxic 
action of a fresh rickettsial toxin. Further experiments 
on mice showed that the antibodies thus produced be- 
haved in the same way as antibodies of previously toxic 
rickettsiae which themselves either had become or had 
been made atoxic. H. P. Fox 
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353. Employment of Soluble Antigen in Screening 
Tests for Typhus Complement Fixation 

T. O. Berce. Public Health Reports [Publ. Hith Rep., 
Wash.] 63, 529-537, April 23, 1948. 13 refs. 


When yolk sacs infected with Rickettsia prowazeki and 
R. mooseri are treated with ether, non-specific soluble 
antigens are released into the aqueous fraction; these 
give strong complement fixation with both homologous 
and heterologous rickettsial antisera. Since the prepara- 
tion of specific complement-fixing rickettsial antigens is a 
lengthy and arduous process and the yield is poor com- 
pared with that of the soluble antigens, which are easily 
recoverable by-products of the ether extraction, the 
author has investigated the practicability of using soluble 
antigens in a screening test, whereby anti-complementary 
sera and those lacking typhus complement-fixing anti- 
bodies can be recogriized and excluded from further tests. 
Complement-fixation tests were performed on a large 
series of human sera and some convalescent guinea-pig 
sera, soluble rickettsial antigens being used in parallel 
with specific epidemic and murine typhus antigens. 
The soluble antigens were prepared from the Breinl 
epidemic and Wilmington murine strains of typhus 
rickettsiae and from the recently isolated Ishii and 
Uchida epidemic strains. After grinding in a Waring 
blendor, infected yolk sacs were suspended .in M/75 
phosphate-buffered saline containing 0-3% formalin and 
left for 1 to 2 days at 4° to 8° C. before extraction with 
14 volumes of ether at room temperature for 4 to 6 hours. 


' The aqueous fraction was re-extracted with 4 volume of 


ether and centrifuged, the supernatant being used, after 
the removal of excess ether, as the soluble antigen. 

A pool of epidemic and murine immune sera was 
obtained from two groups of guinea-pigs which had been 
inoculated with material from the Breinl and Wilmington 
strains respectively. These sera were titrated by comple- 
ment fixation, with serial dilutions of both serum and 
antigen against the four soluble antigens and specific 
epidemic and murine typhus antigens. All soluble 
antigens reacted strongly with homologous and hetero- 
logous sera; those prepared against the epidemic strains, 
however, showed a slightly greater degree of cross- 
reaction than did the murine one; murine specific 
antigens gave no cross-reactions, and the specific epidemic 
Strains slight ones only. 

In order to test the efficacy of soluble antigens in the 
preliminary screening of typhus sera, 475 sera from 
normal individuals in Korea and Japan were examined; 
in 39°%% of sera murine soluble antigen was used, in 61% 
that prepared from epidemic strains. Forty-seven sera 
were anti-complementary; of the remainder 169 gave 
reactions with soluble antigens in dilutions of 1 in 10 to 
1 in 80; of these, 72 (43°%) reacted with one of the 
specific antigens. In no instance was a positive reaction 
obtained with specific antigen where the test with 
soluble antigen was negative, and with 6 exceptions the 
antibody titre to the soluble antigen was higher than that 
obtained with the specific antigen. In the titration of 
these 6 exceptions the soluble antigen used was that 
prepared from the murine strain; the titres with this were 
one dilution lower than those obtained with the specific 


epidemic typhus antigen. In only 3 of the 71 sera that 
gave a positive reaction with soluble antigen and nega- 
tive fixation with specific antigens were Kolmer comple- 
ment-fixation tests positive showing that only a small 
proportion of these reactions could be attributed to 
syphilitic infections. 

The author refers to his unpublished findings that in 
several instances, where positive diagnoses of murine 
typhus were made on epidemiological and clinical 
grounds or from the results of Weil—Felix tests and 


rickettsial agglutination tests, very high titres were - 


found to soluble antigen, when specific murine cample- 
ment fixation was negative or of very low titre. It is 
suggested that the antibodies reacting withthe soluble 
antigen may appear earlier and persist longer than 
the specific antibodies. From these studies it would 
appear that soluble antigen prepared by the ether treat- 
ment of typhus-infected yolk-sac suspensions may be 
safely employed for the preliminary screening of sera in 
typhus complement-fixation tests and that thereby a 
considerable saving of specific rickettsial antigens can be 
effected. A. C. Cunliffe 


854. Typhus in Bombay: Part III. Identification of 
Strains 

S. R. Savoor, N. S. VAHIA, and D. W. SoMAN. Indian 
Medical Gazette [Indian med. Gaz.] 83, 70-74, Feb., 
1948. 15 refs. 


Six rickettsial strains were isolated (5 from man_and 
1 from the rat) and studied on guinea-pigs, white rats, 
mice, and rabbits. Fever and a typical Neill-Mooser 
reaction were observed in experimentally infected guinea- 
pigs; fever and an atypical infection were seen in the 
white rat and the mouse, and in rabbits a positive Weil— 
Felix reaction with OX 19, a weak and erratic reaction 
with OX 2, and no reaction with OX K were observed. 
Two strains were successfully transmitted on 5 occa- 
sions (from guinea-pig to guinea-pig, rat to rat, mouse to 
q@nouse, and mouse to rat) by Xenopsylla cheopis. One 
strain survived 20 passages in white rats; three strains 
showed in guinea-pig tests a complete mutual cross- 
protection. A commercial yolk-sac vaccine gave full 
protection to 4, and partial protection to 2 out of 6 
vaccinated guinea-pigs. It is concluded that Bombay 
typhus is of murine origin. H. P. Fox 


See also Section Microbiology, Abstracts 593-5. 
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855. Cholera Vaccines ~ 
M.A. Gouar. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.) 51, 144-147, July, 1948. 2 refs. 


In view of the fact that cholera vaccines seem ineffec- 
tive in lowering the mortality rate of the disease, though 
they do lessen the morbidity, an effort was made to find 
a vaccine which would have an antitoxic as well as a 
bactericidal effect. 
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A group of 150 rats was divided into comparable 
batches of 25 animals each. Five of these were treated 
with the following five kinds of vaccine: (1) heat-killed 
phenol-preserved vaccine; (2) formalin-killed, phenol- 
preserved vaccine; (3) an extract of 8,000 million organ- 
isms dissolved after incubation in normal sodium 
hydroxide and neutralized by hydrochloric acid; (4) 
a toxoid prepared from (3) incubated for 20 days at 
37° C.; (5) a mixture containing equal parts of vaccine 
and toxoid. Ten days after the injection of the second 
dose all these animals and the 25 controls were inocu- 
lated .intraperitoneally with a suspension of cholera 
vibrios representing an LD 50. Survival rate after 8 days 
was the same as after 14 days; while 44% of the controls 
had recovered, 84% of group (5) survived. Figures for 
groups (1) to (4) varied from 56 to 68%. 

The method of preparation of this alum-precipitated 
toxoid-vaccine is described and the author claims that 
there are indications that it gives the best results. It has 
been administered without ill effect to a few human 
volunteers. Clement Chesterman 


856. Human Botulism in Australia 
D. F. Gray. Medical Journal of Australia [Med. J. 
Aust.) 2, 37-42, July 10, 1948. 20 refs. 


Clostridium botulinum, in Australia as elsewhere, is a 
widely distributed normal saprophytic inhabitant of the 
soil, type A predominating in virgin forest soil and type B, 
a possible environmentally induced variant of type A, 
occurring as a rule in intensively cultivated areas where 
vegetables and fruits are frequently found to be con- 
taminated. 

In this, the first published account of human botulism 
in Australia, the writer discusses two separate outbreaks 
in Northern Queensland (26 cases) and Northern Terri- 
tory (5 cases). Both were attributed to commercially 
canned beetroot but in neither outbreak was the toxic 
foodstuff recovered for examination. The circumstantial 


evidence was however strong, although the death rate, 


(8 deaths in 31 cases) was rather below the usual figure. 
The clinical picture in both outbreaks was suggestive of 
botulism with paralysis of motor cranial nerves. Res- 
piratory paralysis was the cause of death in each of the 
fatal cases, and respiratory embarrassment of varying 
degree was a universal symptom. Other clinical mani- 
festations included paralysis of the eye muscles, double 
vision, bilateral ptosis, and palatal and pharyngeal 
paralysis. Pain was not a marked feature at any stage. 
The onset of symptoms after eating the beetroot ranged 
from 12 hours up to 4 days. Improvement generally 
began before the end of the first week and most patients 
were well by the seventh week. In a few milder cases 
recovery was apparently complete by the tenth day. 
No specific antitoxin was used in any of the cases. 
Direct bacteriological and serological proof was lack- 
ing despite extensive investigation. The fact that the 
beetroot in both instances were offensive in odour and 
taste suggested that one of the strongly proteolytic types 
of Cl. botulinum (A or B) was involved rather than the 
more insidious non-proteolytic type E (the only other 
one known to have caused a human outbreak), which 


would produce little or no detectable change in the food- 
stuff. Some bacteriological confirmation in the first 
outbreak was obtained by the isolation of type B from q 
discarded can of beetroot found in a garbage pit. Before 
being discarded it had been punctured and was apparently 
a blown can. It was unlikely, however, that it was 
contaminated after being thrown away as soil samples 
from the garbage pit and its environment failed to yield 
Cl. botulinum. In the endeavour to trace the source of 
the contamination, all stocks of canned beetroot were 
withdrawn and subsequently destroyed. No further 
contaminated cans were found and the tentative conclu- 
sion was reached that, in view of the restricted nature of 
the outbreaks, either a small number of faulty cans were 
contaminated, most likely after being processed (pos- 
sibly in the cooling water), or that a particular batch 
escaped being processed at all. If the process itself had 
been at fault, it would be reasonable to expect a higher 
proportion of spoiled cans. 

The author gives as a reason for the infrequency of 
botulism in Australia the fact that commercial canning 
had been restricted until the second world war to acid 
fruits and vegetables. Home canning (the cause of most 
outbreaks of botulism in America) had never been 
popular in Australia. Beetroot is one of the few poten- 
tially dangerous foodstuffs, being non-acid and not 
usually pre-heated before being served (a procedure 
which would destroy the toxin). J. V. Armstrong 


857. Salmonella Meningitis. Report of Three Cases 
and Review of One Hundred and Forty-four Cases from 
the Literature 
L. L. HENDERSON. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 75, 351-375, March, 1948. 
Bibliography. 


Two new cases of salmonella meningitis under the 
author’s own care and a third reported in the hospital 
records for 1935 are described; in addition an exhaustive 
review of the literature revealed 144 reported cases. 
Salmonella newport, S. typhi-murium, and S. panama were 
the infecting strains in the 3 cases reported in detail, the 
first patient, a 34-month-old negress, recovering. . From 
the literature it is seen that a small number of types 
account for most of the cases; the prognosis was most 
favourable in patients with infections due to S. paratyphi 
A, S. paratyphi B, and S. panama. Of-45 patients with 
infection due to S. enteritidis, all died; only 1 of 49 
patients under 1 month of age recovered. 

In newborn infants the infection tends to be epidemic 
in character, with diarrhoea, septicaemia, and a rapidly 
fatal course. The signs of meningitis may be indefinite. 
In older children diarrhoea is often absent, and the 
presence of meningeal irritationismoreevident. Sporadic 
cases occur in which prognosis is more favourable. Of 
80 infants 1 month of age or older, 17 recovered, 10 
since 1939 (of 19) after receiving sulphonamides. Dif- 
ferent strains seem to show considerable variation in sus 
ceptibility to sulphonamide compounds, sulphadiazine 
-and sulphathiazole being the drugs of choice. Penicillin 
appears to be ineffective (as would be expected), and of 
2 patients treated with streptomycin 1 died and the other 
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recovered. Blood transfusion is recommended as an aid 
to treatment. Any of the sequelae typical of purulent 
meningitis may occur. M« Baber 


See also Section Hygiene, Abstract 440. 


(Typvaxling vid difteri och dess kliniska 

betydelse) 

J. StrROM. Nordisk Medicin [Nord. Med.] 38, 679-681, 

April 2, 1948. 11 refs. 


In scarlet fever a change in type of the infecting 
organism causes both relapses and complications. This 
paper presents the result of a study of 118 cases (80 
carriers) made in the Epidemic Hospital in Stockholm 
during 1946 to determine the frequency and the clinical 
significance of type changes in ‘diphtheria. The type 
changed in 17 (14%) of 118 cases and in a further 9 cases 
there was a change from atoxic to toxic forms. Of 12 
patients in which there was a change from gravis to mitis 
none had any symptoms of fever. In 1 case the form 
changed from intermedius to mitis, and the patient 
developed nasal diphtheria. In 7 cases the form changed 
from mitis to gravis: 5 had no symptoms; 2 had a non- 
typical faucial catarrh with mild fever for 2 days, and in 
1 of these the erythrocyte sedimentation rate was in- 
creased. Thus changes of type were of little clinical 
significance. They might prolong the stay in hospital ; 
this the author could not determine from his material. 

Margaret Agerholm 


See also Section Hygiene, Abstract 444, and Section 
Microbiology, Abstracts 609, 617. 
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859. Treatment of Tuberculosis by para-Aminosalicylic 
Acid. (Le traitement de la tuberculose par l’acide para- 
amino-salicylique) 

J. Parar, J. DesBORDES, and M. PaARAF. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris] 64, 830-833, July 9, 1948. 


- This is a preliminary~report on a year’s work on the 
use of para-aminosalicylic acid (PAS) alone or with 
antibiotics in the treatment of tuberculosis. From 
previous studies in animals and man a system of dosage 
was evolved. Blood concentrations of 10 to 20 mg. 
{units not given] were obtained with 2 g. (in 1 g. cachets) 
2-hourly from 6 a.m. to 10 p.m. and two 4 g. doses during 
the night, a total of 26 g. daily. After 25 to 30 days’ 
treatment an interval of 1 week was followed by a further 
month’s course. This was well tolerated by most 
patients; a few with dyspeptic symptoms were relieved 


by sodium bicarbonate or by taking the PAS in a mixture. 


Except for a temporary leucocytosis of 9,000 to 14,000 
per c.mm, with 14 to 20% monocytes, the blood picture 
was unchanged. There was no evidence of kidney 
damage. In tuberculous meningitis oral administration 
produced only traces of PAS in the cerebrospinal fluid 
(C.S.F.). Intrathecal administration of 5 to 10 ml. of 


10% solution of the sodium salt (in distilled water) was 
also used, as well as continuous intravenous drip in- 
fusion of 30 g. sodium salt in 10% solution daily which 


_ gave C.S.F. levels of 20 to 50 mg. [probably. per litre]. 


In 1 case drip infusion was continued for 3 months with- 
out harm. 
In recent exudative pulmonary disease general symp- 


toms rapidly improved, and in many cases sputum became 


negative. Radiological changes, however, were variable 
and slower; surrounding infiltration disappeared leaving 
the cavities. PAS made artificial pneumothorax therapy 
possible in cases previously unsuitable. Results in 
tuberculous meningitis were comparable with those 
obtained with streptomycin, and cases of relapse after 
streptomycin were treated with PAS when the organisms 
were no longer streptomycin-sensitive. 

A comatose patient with bilateral renal tuberculosis, 
miliary tuberculosis, and meningitis was treated with 
intravenous streptomycin 2 g. and sodium PAS 30 g. 
daily. Four days later consciousness returned and after 
4 weeks he was clinically cured, a choroidal tubercle 
having cicatrized and the radiological picture having 
much improved. The authors intend to publish fuller 
reports on their cases. I. Ansell 


' 860. The Subeffective Dose of Streptomycin in Experi- 


mental Tuberculosis of Guinea Pigs 

A. G.._KARLSON and W. H. FELDMAN. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 58, 129-133, July, 
1948. 3 refs. 


A scheme was established whereby guinea-pigs with 
progressive experimental tuberculosis could be given 
streptomycin in subeffective doses, so that the additive 
effect of combination with another therapeutic agent 
could be demonstrated. The following are the recom- 
mendations: (a) infecting dose, 0-1 mg. of virulent 
human bacilli; streptomycin 2 mg. daily, started 3 weeks 
after infection and continued for 8 weeks: alternatively, 
(b) infecting dose, 0-001 mg. of bacilli; streptomycin 
2 mg., daily, started at 6 weeks and continued for 7 weeks. 
With such a scheme the reversal of the progressive disease 
is only partial, whereas 6 mg. daily of the drug, given 
under comparable conditions, will arrest the progress 
and result in considerable healing. P. D'Arcy Hart 


861. Streptomycin in Tuberculosis of Bone and Joint 

W. H. Bicket, H. H. YounG, K. H. Pruetze, and T. 
Norwey. Journal of the American Medical Association 
[J. Amer. med. Ass.] 137, 682-687, June 19, 1948. 4 
figs., 6 refs. 


The authors treated 16 patients with tuberculosis of 
bones or joints at the Mayo Clinic or at Mineral Springs 
Sanatorium. In 3 patients there was involvement of 
multiple joints and 2 of the 3 had active pulmonary 
tuberculosis; 2 of the remaining 13 patients had active 
pulmonary tuberculosis. The youngest patient was 6 
years old and the eldest was 68. The duration of treat- 
ment with streptomycin varied between 66 days and 
190 days, with an average duration of 112 days; the aver- 
age total dose of streptomycin was 134 g. The daily 
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intramuscular dose of streptomycin varied from 0-75 g. 
to 2g. When this paper was written administration of 
streptomycin had been stopped in 3 cases for 18 months, 
in 1 case for a year, in 2 cases for 8 months, and in 6 of 
the remaining cases for 7, 6, 5, 4, 3, and 2 months 
respectively. In 4 cases either the patients were under 
treatment, or administration of streptomycin had been 
discontinued for less than 1 month. In addition to the 
streptomycin therapy other forms of treatment were 
carried out whenever indicated; these consisted of rest 
in bed, immobilization by casts, splints, or braces, and in 
3 cases arthrodesis. 

In the opinion of the authors response to streptomycin 
was favourable in 9 cases and fair in 1; there was no 
benefit in 4 cases, and the treatment was too recent to 
evaluate in 2 cases. 

[The most definite results reported are in the patients 
with tuberculous sinuses. Favourable results in other 
cases cannot be definitely attributed to streptomycin 
therapy; the numbers involved are too small to warrant 
conclusions. ] M. Daniels 


862. Topical Application of Subtilin to Tuberculous 
Lesions in Man 

S. M. Farser, H. R. EAGLe, H. H. ANDERSON, and R. D. 
GorMAN. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.} 33, 799-804, July, 1948. 8 refs. 


Preliminary investigation of subtilin,-an antibiotic 
derived from a strain of Bacillus subtilis, has demonstrated 
its bacteriostatic and bactericidal action in vitro against 
Mycobacterium tuberculosis and results in experimental 
tuberculosis in guinea-pigs are suggestive, but many 
difficulties are attached to the use of this antibiotic in 
man. Subtilin, though readily soluble in water, is 
relatively insoluble in physiological saline, and in fact is 
precipitated at the site of subcutaneous or intramuscular 
injection. It is not administered orally because tests in 
vitro have revealed that digestive enzymes destroy a 
considerable part of its activity. The authors have 
investigated its effect by topical application (nebuliza- 
tion) in 8 patients with laryngeal or endobronchial 
tuberculosis. 

The dose given at first was 10 mg. of subtilin daily, and 
this was increased gradually in the course of 2 or 3 months 
to at least 90 mg. daily. At the beginning of the study 
subtilin was supplied as a 0-25% solution in 0-45% sterile 
saline; subsequently the strength of subtilin was in- 
creased and the saline concentration was decreased. 
The daily dose was divided into 4 to 10 portions of 0-5 
to 1 ml.; the portion was introduced into a nebulizer and 
administered intra-orally. 

Four patients had tuberculous laryngitis. Marked 
improvement was observed in one and slight improvement 
in another, the result was questionable in a third, and in 
the fourth the disease continued to progress and the 
patient died. In the patient who improved markedly the 
laryngeal lesion had been treated previously with peni- 
cillin inhalations and local application of sulphadiazine 
and there was some slight improvement before applica- 
tion of subtilin; improvement, however, was much more 
rapid after the institution of subtilin therapy. 


One patient had endobronchial disease diagnosed by 
bronchoscopy, and in 3 others with moderately far 
advanced pulmonary tuberculosis there was thought to 
be a conspicuous bronchial factor, though lesions were 
not observed in the main stem bronchi on bronchoscopic 
examination. There were no therapeutic effects in these 
last'3 patients, but an apparently marked one in the patient 
with d visible bronchial lesion. After 34 months of 
treatment bronchoscopy revealed definite evidence of 
healing. There was, however, a relapse after 10 months 
of subtilin treatment. After 34 months of therapy the 
organisms isolated from 3 patients did not grow in 
solutions of subtilin of four times the original effective 
concentrations. There ‘were few apparent toxic effects, 
but the lack of toxicity may be inherent in the mode of 
administration. 

The authors acknowledge that this preliminary in- 
vestigation in a small number of cases does not warrant 
drawing any conclusions, and that subtilin in its present 
form has no place in the treatment of tuberculosis other 
than for purely experimental purposes. M. Daniels 


863. Experimental Basis for Chemotherapy in Tuber- 
culosis. (De experimentella grunderna for kemoterapi 
vid tuberkulos) 

G. DomacK. Nordisk Medicin [Nord. Med.} 39, 1322- 
1325, July 9, 1948. . 


This article is a summary of the author’s manuscript 
reviewing the effects of various drugs produced in his 
laboratories for treatment of tuberculosis. 

He states that no sulphonamide has a satisfactory 
therapeutic effect but mentions that sulphathiazole and, 
even more so, some sulphathiodiazole derivatives are 
effective in vitro and in guinea-pigs. One of these,: 
“Tb IV”, is well tolerated by guinea-pigs, and in 
treated animals there are less caseation and spread and 
more cellular reaction than in controls. At a dilution 
of 1 in 50,000 the drug alters bacterial growth and 
morphology. 

It was discovered almost by chance that thiosemicarba- 
zones, from which the azol rings for sulphathiazole were 
derived, had themselves antibacterial properties. Three 
in particular are useful and are called Tb 1/698, Tb II, 
and Tb III. They are not always so effective as Tb IV 
but have the advantage of being unaffected by the 
presence of p-aminobenzoic acid, peptone, liver extract, 
and other protein breakdown products. They are 
effective locally, orally, and parenterally and are well 
tolerated, though less well by tuberculous animals than 
by normal ones (possibly because of the release of large 
amounts of toxin from the destruction of bacilli). In — 
treated animals, the lesions are much smaller than in 
controls, and‘ less widespread; histologically, early 
phagocytosis of bacilli is seen and after 30 days the 
bacilli. have become abnormal morphologically and 
are no longer acid-fast. Tb IIf seems rather better 
than Tb IT. 

A small amount of work has been done on human 
subjects with Tb I. Combined with an equal quantity of 
sulphathiazole and given as dragées in doses of 250 mg. 
once or twice daily for 3 weeks and then 3 or 4 times a 
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day, it has been helpful in lupus. The erythrocyte sedi- 
mentation rate falls early but even in animals anatomical 
evidence may not be found for 2 to 3 months. It is 
important to examine the blood and urine (and if possible 
liver function) during treatment. Some advanced cases 
of pulmonary tuberculosis have also been treated with 
Tb I in these doses and others with Tb IV in doses of 1 g. 
3 times a day. Substantial symptomatic improvement 
has been noted, especially as regards diarrhoea. 

The author advocates long-term medico-chemical team 
work on patients with otherwise hopeless conditions 
receiving no other therapy, but stresses the danger of 
growing resistant strains in patients capable of spreading 
them. A. M. M. Wilson 


864. Streptomycin in Experimental Guinea Pig Tubercu- 
losis 

M. I. SmirH, E. W. EMMarRT, and W. T. McCLosky. 
American Review of Tuberculosis [Amer. Rev. Tuberc.} 
58, 112-122, July, 1948. 5 figs., 10 refs. 


Guinea-pigs were inoculated intraperitoneally with 
0-5 mg. (moist weight) of the H37 Rv strain of tubercle 
bacilli. Treated controls were given streptomycin 
(40 mg. per kg. daily) for 11 weeks starting from the day 
of infection, but this technique, which approximates to 
the normal practice in protection experiments, was 
varied in other groups of infected animals, either by 
delaying the start of the 11-week period until 1 week to 4 
weeks after infection, or by restricting the course to a 
total of 1 week to 4 weeks starting from the day of 
infection. All surviving animals were killed 19 to 21 
weeks after infection. The results showed that intensive 
streptomycin treatment during the first month of infection 
alone [when the length of an experiment is to be several 
months] is insufficient to protect guinea-pigs from the 
destructive effects of Mycobacterium tuberculosis: treat- 
ment must be prolonged, and delaying slightly the start of 
a prolonged course is safer than giving a short course in 
the first month. 7 

Inositol (which occurs in the streptomycin molecule) 
was itself without chemotherapeutic effect in vitro or on 
experimental tuberculosis in the guinea-pig, nor did it 
antagonize the tuberculostatic activity of streptomycin 
in vitro. However, the mortality rate and the degree of 
tuberculous involvement were somewhat increased when 
inositol treatment was combined with streptomycin 
administration in the guinea-pig. It is concluded that 
some antagonism had been produced in vivo, and an 
antimetabolite action is suggested. P. D’Arcy Hart 


865. Pleurisy with Effusion During Pneumothorax 
Therapy. Etiology, Bacteriology, Complications and 
End Results 

J. B. Morrison. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 57, 598-620, June, 1948. 46 refs. 


A study was undertaken at Robroyston Sanatorium, 
Glasgow, of 75 tuberculous patients undergoing pneumo- 
thorax treatment with a view to ascertaining the cause 
and prognosis of complicating pleural effusions. The 
cases were divided into two groups, those in which pleural 


effusions developed (52) and those in which they were 
absent (23). Effusion was more likely to appear in cases 
of advanced disease but activity of disease was not 
considered to be the sole cause of effusion. It was con- 
cluded that effusions are often associated with recent 
disease, and presence of sub-pleural tubercles or extensive 
pleural adhesions. 

Of the 52 effusions developing in the series of 75 
treated cases, 91% contained tubercle bacilli and 40% 
became tuberculous empyemata. The author considers 
that the lymphocytic predominance in the cytology 
** lends support to the theory of the tuberculous basis for 
the effusions”. In discussing trauma as a possible 
factor in aetiology, the author mentions that some of the 
patients had refills of 500 to 1,000 ml. at intervals of 3 to 
6 weeks. Screening was carried out on an average once a 
fortnight. Thoracoscopy was performed in 36 cases 
with a 28% incidence ofempyema. Ancillary methods of 
treatment, such as phrenic paralysis, were not used. It is 
stated that thoracoscopy should not be attempted in the 


presence of a tuberculous effusion. 


Of the patients in whom empyema developed, 52% 
died, although it is stated that the empyemata were con- 
trolled in 86% of these cases, Of the whole group of 75 
patients the pneumothorax was abandoned in 52; 11 
subsequently underwent thoracoplasty, and of these 5 
are alive and well. The author advocates primary 
thoracoplasty in preference to persistence with ineffective 
pneumothorax treatment. [Although allowance must 
evidently be made for the type of case under treatment, 
the figures presented in this review suggest an unusually 
depressing experience in the use of pneumothorax 
therapy.] L. E. Houghton 


866. “ Atelectasis’? During Collapse Therapy for 
Pulmonary Tuberculosis. A Preliminary Note 

J. CurHpert and M. M. Naciey. Tubercle (Tubercle, 
Lond.] 29, 154-158, July, 1948. 7 figs., 14 refs. 


The significance of atelectasis occurring in a lung 
during artificial pneumothorax treatment is considered. 
By atelectasis is meant the development of a ground-glass 
shadow on the skiagram accompanied by clinical mani- 
festations such as rise in temperature, leucocytosis, and 
malaise. Bronchial occlusion due to disease or kinking 
is usually accepted as the cause of this phenomenon. 

Of the bronchi draining cavities examined at necropsy 
in 26 cases 83°% were abnormal, there being either swelling 
of the mucosa or tenacious secretion in the lumen; the 
bronchial wall was weakened and, in a collapsed lung 
with surrounding parenchymatous disease, grossly kinked. 
Microscopically, tuberculous foci were seen between the 
epithelium and cartilage with no Surface erosion at first, 
but later cilia were lost and granulation tissue formed, 
producing irregularity of the lumen and, in a few cases, 
caseous bronchitis or partial fibrous stenosis. The 
changes seen in the surrounding areas of tuberculous 
bronchopneumonia and in the peripheral bronchioles 
in those areas were thought to be of more importance. 
In the bronchioles there was cuff-like submucous infiltra- 
tion with round cells and endothelial cells associated with 
loss of cilia, flattening of the bronchiole, and endarteritis. 
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Later the bronchiolar distortion increased and the walls of 
surrounding alveoli became thickened and infiltrated 
with all types of cells. Finally the bronchiole collapsed 
completely, the whole picture became more cellular, 
giant-cell systems appeared, and caseation occurred. 

It is suggested that the bronchus draining a tuberculous 
cavity, weakened by disease, is liable to kink when 
artificial pneumothorax is induced and so produce a 
tension cavity which alters the alignment of diseased 
bronchioles in the vicinity, causing collapse and infection 
of the alveoli and producing the ground-glass appearance 
of atelectasis in radiographs. Such atelectasis without 
cavitation may aid fibrosis, but there is a danger of 
caseation and development of empyema. 

L. M. Franklin 


867. Thé Influence of Procaine Infiltration of the Areas 
of Reflex Skin Changes on the Course of Tuberculosis in 
Lymph Nodes and Skin. (Bnusnue 
30H PeNepKYCCHBHEIX ABJICHHH KOMKH 
Ha TeyeHHe Ty6epKymesa 

I. M. NEMCHENKO. Ty6epxyneza [Probl. 
Tuberk.) No. 3, 48-57, May-June, 1948. 14 refs. 


The effect of repeated intradermal procaine infiltration 
of those areas of skin in which changes in sensation 
could be demonstrated was studied. (157 cases treated 
over a period of 4 years) in 8 cases of lupus vulgaris, 49 
cases of scrofuloderma, 1 case each of papulo-necrotic 
and verrucous tuberculosis, 41 cases of lymphadenitis of 
peripheral nodes without fistulae, and 57 similar cases 
with fistula formation. A complete cure was attained in 
125 patients, in 20 there was a definite improvement, in 
1 case the process progressively developed, and in 11 
cases there was no improvement. The technique of 
infiltration is described in detail, and there are brief 
histories of 3 representative cases. H. P. Fox 


868. The Laryngeal Swab in Early and Convalescent 

Cases of Pulmonary Tuberculosis 

G. B. Forsss, B. J. D. Smit, J. V. HuRFoRD, and V. H. 

— Lancet [Lancet] 2, 141-143, July 24, 1948. 
refs. 


This investigation was carried out to provide compara- 
tive figures between the laryngeal swab and gastric 
lavage methods of finding the tubercle bacillus. Details 
of the methods are given. Of 200 patients 100 were in 
hospital and either in the early stages of investigation 
or completing treatment. The second 100 were out- 
patients in whom the disease had been found at mass 
radiography and in whom, with 2 exceptions, the lesions 
were radiologically minimal. Two swabs were taken 
from each patient and the lavage carried out within a 
short period of the former examination. 

Lavage gave slightly superior results in the hospital 
patients, but the proportions of positive findings were 
equivalent in the out-patients. The reason for the 
latter may have been the passing through of gastric 
contents during the period that elapsed after the patient 
arose and before he attended the clinic. Naturally, most 
interest attaches to a positive finding by either method in 


a case which is quiescent or doubtfully active. Fo, 
instance, of 19 in-patients apparently effectively treated 
by collapse therapy 4 gave positive gastric-lavage and 2 
positive laryngeal-swab cultures. In the out-patient 
group a positive finding was of prognostic value. As 
compared with culture of sputum when present (96 
cases), the swab method gave a smaller percentage of 
positive results. 

It is concluded that usually laryngeal swabs are to be 
preferred to gastric lavage because: (1) of the con- 
venience and comfort of the patient; (2) a laryngeal swab 
can always be obtained; (3) the treatment of swabsin the 
laboratory is simpler and shorter; and (4) they are less 
often contaminated (3-3% compared with 1-5%). It is 
emphasized that repeated examinations are desirable in 
the search for a positive finding. J. V. Hurford 


869. Closure of Cavities in Pulmonary Tuberculosis 


Produced by Immobilization of Both Lungs 

J. H. Cutten, R. K. Myers, A. L. BARACH, and G. F. 
HERBEN. Diseases of the Chest (Dis. Chest] 14, 345-359, 
May-June, 1948. 6 figs., 12 refs. 


Since 1940 Barach and his co-workers at the Presby- 
terian Hospital, New York, have published a series of 
papers on their experiments with an alternating pressure 
chamber (originally described by Thunberg in 1924), the 
barospirator, for use in artificial respiration. They have 
shown that it is possible to maintain a normal pulmonary 
ventilation without movements of the chest or diaphragm 
by alternating positive and negative pressures in the 
chamber (55 mm. Hg) about 26 times per minute, thus 
maintaining a tidal air of about 300 ml. By means ofa 
partition round the neck, the air entering the head cham- 
ber is momentarily delayed before entering the body ~ 
compartment, so that pressures inside the bronchi and 
outside the chest wall are equalized simultaneously. 

The patients lie in the chamber for increasing periods 
up to 10 hours a day and they are trained to relax and to 
stop voluntary breathing. After the first week costal 
respiration ceases, and during the second week the 
diaphragmatic movements cease, as has been demon- 
strated by frequent radiographs. There may be minor 
discomfort in the Eustachian tubes or nasal sinuses, 
but on the whole the patients find little difficulty in lying 
in the chamber without any respiratory movements, and 
with the whole body completely relaxed._ In 6 out of 7 
cases of pulmonary tuberculosis with cavitation the 
sputum became negative and the cavitation disappeared 
after 4 to 5 months’ treatment. In one case the cavity 
persisted when treatment in the chamber was for 5 hours 
per day, but closed when the time was increased to 10 
hours a day. 

The authors suggest that the immobility of the lung 
prevents the check-valve action in maintaining some 
cavities. They find during treatment a lowering of the 
patient’s temperature of from 0-5° to 1° F. (0:27° to 0°55° 
C.) a fall in pulse rate of from 7 to 20 beats, and 
a fall in blood pressure of about 15 to 20 mm. Hg in the 
systolic and 5 to 10 mm. in the diastolic phase. The 
electrocardiograms show a definite and uniform elevation 
of T1 and T2 which passes off about 30 minutes after the 
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patient leaves the chamber. No untoward complications 
have occurred and the authors are continuing their 
investigations. 

At the discussion which followed the paper Leonidoff 
quoted 2 patients with far advanced bilateral tuberculosis 
who had shown some improvement with this treatment. 
Joannides described the use of the ‘‘ immobilizer ”’ in 13 
patients with pulmonary tuberculosis, with improvement 
in 9; 2 patients could not continue the treatment, one 
because of claustrophobia and the other because of pain 
in the ears. 

[This therapy is obviously scientific and embodies 
fundamental principles in the treatment of pulmonary 
J. L. Livingstone 


870. Behaviour of Specific Gravity of Cerebrospinal 
Fluid During Treatment of Tuberculous Meningitis with 
Streptomycin. (Comportamento del specifico 
liquorale nel decorso della meningite T.B.C. trattata con 
streptomicina) 

F, RAGAzzINI. Rivista di Clinica Pediatrica [Riv. Clin. 
pediat.| 46, 381-385, June, 1948. 1 fig., 3 refs. 


From the Paediatric Department of Florence Uni- 
versity the author reports on cerebrospinal-fluid (C.S.F.) 
findings in 25 cases of tuberculous meningitis treated with 
streptomycin. He has applied the falling-drop method of 
Barbour and Hamilton to the study of the protein content 
of the C.S.F. The method consists of comparing the 
rate of fall of a drop of C.S.F. in a mixture of xylol and 
bromobenzol of given specific gravity, with the rate of 
fall of a drop of solution of potassium sulphate of known 


specific gravity. The presence of cells in numbers of less — 


than 500 per c.mm. does not appreciably affect the test. 
In an initial period of 5to 8 days from the beginning of the 
illness, there is a fall in specific gravity due mainly to the 
reduction of chlorides and sugar in the C.S.F. Subse- 
quently the specific gravity rises in parallel with protein 
increase. In favourable cases there is a moderate 
increase in protein content to values of 0-08 to 0-15 g. 
per 100 ml. with a return to normal values within 2 to 5 


months; in other cases, often as a result of block, 


higher values (up to 1 g. per 100 ml.) are reached. In all 
the cases the specific gravity increases in proportion to the 
protein increase in the C.S.F. From his experiments the 
author concludes that it is possible to obtain an approxi- 


‘mate estimate of the concentration of proteins in the 


C.S.F. from measurements of specific gravity by the 
falling-drop technique. P. E. Polani 


871. The Sugar Content of Cerebrospinal Fluid in 
Tuberculous Meningitis and its Relation to the Reducing 
Properties of Streptomycin. (La glicorachia in corso di 
Meningite tubercolare e suoi rapporti con il potere 
riducente della streptomicina) 

M. Atvaro and M. Nicora. Rivista di Clinica Pedia- 
“ca [Riv. Clin. pediat.] 46, 372-380, June, 1948. 6 figs., 

refs, 


The authors, from the Paediatric Department of the 
University of Florence, have studied the changes in sugar 
content in the cerebrospinal fluid (C.S.F.) of 80 patients 


treated with streptomycin (intramuscularly and intra- 
thecally) for tuberculous meningitis. They show by in 
vitro experiments that streptomycin itself has a reducing 


action in the Hagedorn—Jensen method of estimating 


sugar in C.S.F., that this action is most marked in the 
more dilute solutions of the drug, and that estimations of 
sugar in C.S.F. therefore give unreliable results in cases 
treated with streptomycin. S. S. B. Gilder 


872. Tuberculous Calcification. A Clinical and Experi- 
mental Study 

R. G. BLocu. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 59, 853-864, 
June, 1948. 11 figs., 11 refs. 


The author states that “ the majority of pathologists 
look upon the deposition of calcium in necrotic tuber- 
culous areas as an after effect to an already accomplished 
healing of the lesion”. One authority stated that 
** generally no traces of calcification are found in the 
radiographs of cured tuberculous patients”. The 
author points out that “ fibrosis, in the view of many 
clinicians, represents a transformation of the whole 
tuberculous involvement into scar tissue’, though he 
believes that it is more correct to look upon it as a 
perifocal tissue response, regardless of how overwhelming 
in size the fibrous reaction may be in comparison with the 
exciting but persisting caseous focus. ‘“‘ With some 


reserve, fibrosis should be looked upon as a clinical— . 


pathological healing if it is powerful enough to per- 
manently confine necrotic residuals and to prevent bacilli 
harbored within them from escaping into the neighbour- 
ing parenchyma or into the bronchial system.” He 
apparently believes that the erroneous conclusions have 
been formed from a study of post-mortem material for 
he states that “* studies by autopsy capture the status ‘of 
tuberculosis only at the time of death. They leave the 
question of the sequence and timing of pathological 
changes to mere speculation ”’. 

Radiographically it can be demonstrated that deposi- 
tion of calcium in some tuberculous foci occurs during 
activity and the density of the focus is often not an 
indication of solidarity of the focus. Dense foci may 
represent fluid within ossified capsules of less density. 
Rupture of the capsule may permit of dispersal of fluid 
contents, rich in calcium and infective organisms. ‘* Why 
one lesion or part of the lesion with high calcium values 
remains soft and caseous, while another focus or another 
part of the same focus, comparatively low in calcium 
becomes petrified or ossified, is as yet unexplained.” 


Radiographs of concentrations of calcium and of, 


calcareous lesions were compared; the results demon- 
strate that the presence of calcium cannot be judged 
solely on radiographic density. Lesions not commonly 
identified radiographically with calcification may contain 
considerable amounts of calcium. Calcium is deposited 
in the tuberculous lesions in rabbits within one month 
and the experimental evidence throws considerable doubt 
on the conclusion that calcification is a late effect or 
after-effect in the healing of tuberculosis. The author 
accepts the theory that “the failure of the body to 
deposit lime around the tuberculous areas is to be ascribed 
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not to a deficiency in blood calcium, but rather to an 
inability of the cells of the tuberculous area properly to 
utilize available calcium ”’. 

[Necrotic tuberculous foci and haematomata appear 
to have an affinity for calcium. Tuberculous foci in 
some animals seem to attract calcium more readily 
than others, notably in sheep and cattle. Some tubercu- 
lous foci associated with erosion of bony surfaces rather 
than massive necrosis contain little calcium. Ossifica- 
tion of the capsules of tuberculous foci may be considered 
a living protective process as distinct from calcium 
attraction and deposition in necrotic foci which has no 
healing features. Serial radiographic studies are more 
instructive than either biopsy or necropsy.] 

‘ James F. Brailsford 


See also Section Pathology, Abstract 583; Section 
Microbiology, Abstracts 599, 605; and Section 
Paediatrics, Abstract 632. 


LEPTOSPIRAL INFECTIONS 


873. Studies on Leptospira icterohaemorrhagiae. IV. 
Survival in Water and Sewage: Destruction in Water by 
Halogen Compounds, Synthetic Detergents, and Heat 

S. L. CHANG, M. BUCKINGHAM, and M. P. TAYLOR. 
Journal of Infectious Diseases {J. infect. Dis.] 82, 256-266, 
May-June, 1948. 11 refs. 


For the experiments on survival of Leptospira ictero- 
haemorrhagiae the following fluids were used: plain, 
nonsterile tap water; sterile tap water, buffered at pH 
5-0, 7-0, or 9-0; sterile tap water containing 1% horse 
serum or 0-1% tryptose; tap water seeded with the mixed 
bacterial flora of a culture of Entamoeba histolytica; 
the last named material with 0-1% tryptose; water froma 
river; sea water, containing 2:2% of inorganic salts; 
raw domestic sewage; 10% sewage in tap water; 1% 
sewage in tap water. 

Leptospira suspensions for the test were obtained by 
centrifuging well-grown cultures of L. icterohaemor- 
rhagiae, washing the deposit with sterile tap water, 
and resuspending the organisms in sufficient sterile 
tap water to give a concentration of about 20,000,000 
per ml. Approximately 90% of the leptospira were 
actively motile at the end of these procedures. Of 
each test fluid 190 ml., contained in a 500-ml. flask, 
was seeded with 10 ml. of the leptospira suspension, and 
held at 25° to 27°C. Tests in sterile tap water, raw river 
water, and 10% sewage were carried out at 5° to 6° C. 
and 31° to 32° C. also. Samples were taken at intervals 
for microscopical examination, and, when no motile 
leptospira were seen, subcultures were made to confirm 
the absence of living organisms. 

The disinfectants used in the leptospiricidal tests were 
solutions of iodine, “‘ halazone ’’, calcium hypochlorite, 
the cationic detergents “ceepryn’’, “ fixanol” and 
“sapamine’’, and anionic detergents aerosol—OT ”’ 
and “ tergitol-4T’”’. The thermal death point in water 
was also determined. Suspensions of L. icterohaemor- 
rhagiae in sterile tap water were prepared, containing 


1,000,000 to 3,000,000 organisms per ml. Appropriate 
amounts of the drugs were added to 10-ml. volumes of 
suspension, and allowed to interact with the leptospira, 
The residual halogen content was estimated at intervals, 
and at the same time samples were de-halogenated and 
inoculated into culture medium. The cultures were 
incubated and examined for growth to determine the 
lethal concentrations of the drugs. 

In two experiments guinea-pigs were inoculated with a 


suspension of L. icterohaemorrhagiae which had been - 


acted upon by iodine. In the main the results confirmed 
those of culture tests, but technical difficulties made the 


experiments unsatisfactory, and this investigation was not 
pursued further. 


The results of all these tests are summarized by the 
authors as follows: 


** Culture-produced L. icterohaemorrhagia may survive in 
water and related fluids from 12 hours to over 3 months, 
depending on the nature of the fluid. In natural waters, such 
as river water, the leptospira survived 8 to 9 days at 5 to 6°C., 
5 to 6 days at 25 to 27° C., and 3 to 4 days at 31 to 32°C. 
In tap water without bacterial contamination, the leptospira 
survived for over 4 weeks at neutral pH when a small amount 
of food substance was present. The survival time is expected 
to be considerably shorter in the absence of food. In tap 
water with air contamination, the survival period of the 
leptospira was almost cut in half. Both low and high pH 
values (5-0 and 8-5) were detrimental to the leptospira, es 
cially the low pH values. Presence of bacteria and other 
microorganisms probably was detrimental to the leptospira. 
In sewage, the survival of leptospira was only 12 to 14 hours 
but rose to 7 to 8 days when the sewage was diluted with tap 
water to 1% of its strength. Addition of food substances 
in the presence of bacteria was harmful to the survival of 
the leptospira because bacterial activities were increased 
and anaerobiasis occurred. High salt concentration was 
probably detrimental to the leptospira, and the survival of 
the leptospira in sea-water was reduced to 18 to 20 hours 
when the salt content was 2:2%. Normal water temperature 
affected the survival of the leptospira in three ways: At 
low temperatures multiplication was retarded, but the life 
span of individual organisms was increased; at higher 
temperatures, multiplication was favored, but the life span 
of individual organisms was shortened; and increase in 
temperature in the presence of bacteria shortened the sur- 
vival of the leptospira by favoring the bacterial activities. 
The long survival time of the leptospira in sterile water con- 
taining 1% horse serum was a result of continuous multiplica- 
tion of the organism. Elemental iodine destroyed all the 
leptospira in water containing one to three million organisms 
per ml. in 1 minute when the residual iodine was 5 ppm., in 
5 minutes when the residual was between 0°5 and 2 ppm, 
and in 10 minutes when the residual was 0-7 ppm. Halazone 
at neutral pH and 25 to 26°C. killed all the leptospira in | 
minute when the residual chlorine was 3-5 ppm., and in 3 
minutes when the residual was | ppm. Hence, halazone is 
more leptospiricidal then the elemental iodine. At pH 50 
and 25 to 26°C. calcium hypochlorite killed all the lepto- 
spira in 1 and 3 minutes when the chlorineresiduals were 05 
and 0-3 ppm. respectively. At pH 8-0, the leptospiricidal 
residuals for the 1 and 3 minute contact were 6 and 3 ppm. 
respectively. Ceepryn, fixanol, and sapamine at neutral pH 
and 25 to 26° C. killed all the leptospira in 5, 10, 30, and @ 
minutes at average dosages of 30, 20, 10, and 7 ppm. respec 
tively. Aerosol—OT and tergitol-4T, on the other hand, did 
not iil all organisms at these contact times until dosages 
1,500, 1,250, 1,000, and 1,000 ppm. were reached. 
thermal death points of the leptospira in distilled water wert 
25 to 30 minutes at 45° C., 5 to 10 minutes at 50°C., 10 
seconds at 60° C., and less than 10 seconds at 70°C. From 
the-above results, it is concluded that L. icterohaemorrhagiae 
is less resistant to disinfectants and heat than are most 0 
non-sporulating pathogenic bacteria.” 

J. C. Broom 


iricidal 
3 ppm. 
tral pH 
and 
respec 
ind, did 
a 
i. The 
er were 
From 
‘rhagiae 
t of the 


room 


PROTOZOAL INFECTIONS 251 


374. Study of Lipid Metabolism in Leptospirosis Ictero- 
haemorrhagica. (Etude du métabolisme des lipides dans 
la spirochétose ictéro-hémorragique) 

p, Nicaup. Annales de Médecine [Ann. Meéd.] 49, 
192-203, 1948. 7 refs. 


The blood of patients suffering from leptospirosis 
jcterohaemorrhagica showed increased lipidaemia but 
normal cholesterol levels. In 4 fatal cases, the lipid 
yalues ranged from 14-46 to 22-07 g. per litre, whereas 
the cholesterol values ranged from 1-46 to 2-64 g. per 


litre. In 8 mild cases the lipid values, although enhanced, | 


were not so high as in the fatal cases, the protein levels 
being unchanged. The lipid levels in 7 cases of non- 
leptospiral jaundice were similar to those for the mild 
leptospiral cases. 

The blood of guinea-pigs with experimental lepto- 
spirosis icterohaemorrhagica also showed increased 
lipidaemia with normal cholesterol levels. The lipid 
level was highest at the critical stage of the disease and 
returned to normal during convalescence. There was 


little change in the protein level, but sometimes at a . 


crisis the serum-albumin level fell slightly. 
J. E. Page 


875. Leptospirosis Canicolaris 
J. E. Lancet [Lancet] 2, 8-11, July 3, 1948. 
38 refs. 


The total of human cases of canicola fever from all 
over the world is under 100. In Holland 49 cases were 
diagnosed from 1944 to 1947, of which 17 are described 
here—14 in hospital patients and 3 in out-patients. The 
onset of the disease was generally acute, with fever, 
vomiting, headache, dizziness, and muscular pains. A 
temporary fall in blood pressure and a low pulse pressure 
were common. All but one of the in-patients showed 
signs of meningeal irritation. Disturbed sleep, impaired 
consciousness, and stiffness of the neck were present in 
about half. The urine of 10 patients contained albumin, 
with erythrocytes (6) and casts (3). Moderate oliguria 
was present in 7. The blood urea was raised (60 to 
140 mg. per 100 ml.). White cell counts ranged from 
6,000 to 16,000 per c.mm. Erythrocyte sedimentation 
rate was increased, and remained high for a long time. 
A slightly raised value for the indirect van den Bergh 
reaction and functional disturbance of the liver were 
noted in a few instances, but none of the patients became 
jaundiced. - 

The diagnosis was confirmed in every case by sero- 
logical methods, and a table is given showing the titres of 
the patients’ sera against L. canicola, L. icterohaemor- 
thagiae A and AB, L. grippotyphosa, L. ballum, L. sejroe, 
and L. pomona. All sera gave strong co-agglutination 
with the classical Weil’s disease strains, but mainly 
negligible or negative results with the other species. The 
dogs responsible for transmitting the infection were 
traced in 14 cases, and were found to be shedding 
leptospira in the urine. The differential diagnosis from 
poliomyelitis without paralysis and from various other 
forms of meningitis is considered possible only by 
bacteriological and serological tests. [The clinical 


picture is very similar to that of other benign leptospiroses 
(see Frey, Schweiz. med. Wschr., 1948, 78, 531). 
J.C. Broom 
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876. Preliminary Study of Cardiac Lesions in Chagas’s 
Disease in Central Chile. (Estudio preliminar sobre la 
cardiopatia chagasica en la zona central de Chile) 

T. Pizzi, J. VALts, and R. FLORENZANO. Revista 
Meédica de Chile [Rev. méd. Chile] 76, 315-323, June, 
1948. 9 refs. . 


At the end of 1947 a systematic investigation brought to 
light 1,626 cases of Chagas’s disease in Chile. It would 
appear that multiple parasitism, common in many 
tropical countries, does not exist in Chile and, therefore, 
there is less likelihood of confusing with the symptoms of 
American trypanosomiasis those due to other infections. 

In the present article remarks are made on 411 cases of 
the disease seen in Central Chile. Sixteen patients with 
electrocardiographic changes were brought to a hospital 
in Santiago for more thorough study. In the authors’ 
view much of the work published on cardiac involvement 
in Chagas’s disease is unreliable because the diagnosis 
has not always been proved beyond doubt and any 
symptoms present, if the trypanosome was found, were 
ascribed to the effect of the parasite. The authors have 
tried to avoid these errors. Diagnosis was made by 
finding the organism; all the 411 were examined clini- 
cally and electrocardiographically, those with signs of 
cardiovascular lesions being admitted to hospital; a 
control group of 66 persons with negative findings in 
blood and a negative Machado reaction but from the 
same district was studied in parallel. No radiological 
studies were made, and the taking of serial electrocardio- 
grams was not possible except in those who showed 
changes at the first examination, so that in some at least 
of the patients transient changes doubtless passed 


unobserved. 


Of the 411 patients examined 194 had no cardiac 
abnormality, subjectively or electrocardiographically. 
In the rest commonest symptoms were vertigo and 
palpitation. Systolic murmurs were audible, in many 
cases functional; arterial pressure was usually about 


normal. Electrocardiographically, sinus arrhythmia was 


the most common, and next common were A-V block 
and blockage of the right ramus, with extrasystoles and 
flattening of the ST segment and of the T wave. Simple 
A-V block was nearly always found in patients 4 to 18 
years of age, only one being over 40 years, whereas right 
bundle-branch block occurred occasionally in the 
young (13 to 17 years old) but mostly in those over 40 
years. In these, arteriosclerosis could not always be 
excluded, but this form of electrocardiogram was not 
found in any of the control group. The authors con- 
clude that, from these findings and from the fact that 
there are long periods without symptoms in the earlier 
stages, Chagas’s disease in the chronic stages in Central 
Chile is, on the whole, a milder disease than has been 
generally observed in other countries. 
H. Harold Scott 
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877. Attempt at Collective Chemoprophylaxis by Propa- 
midine in two Foci of Human Trypanosomiasis due to 
Trypanosoma gambiense. (Essai de chimioprophylaxie 
collective par la propamidine dans deux foyers de 
maladie du sommeil humaine 4 Trypanosoma gamb- 
iense) 

A. FaIn and P. MULDER. Annales de la Société Belge 


de Médecine Tropicale {Ann. Soc. belge Méd. trop. 28, 


161-177, June 30, 1948. 7 refs. 


In attempts at mass prophylaxis of trypanosomiasis in 
two foci near Leopoldville, Belgian Congo, 2 injections 
of propamidine were given with an interval of 6 months, 
each being preceded by a careful examination, puncture 
of lymph nodes, and examination of blood by the thick- 
drop method. Patients with trypanosomiasis detected 
during the preliminary inspections, as well as those with 
long-standing uncured infections, were excluded from the 
experiment and received a treatment of 12 weekly injec- 
tions of tryparsamide (0-04 g. per kilo body weight) 
followed by 5 injections of [? suramin] (0-02 g. per kilo) 
combined with tartar emetic in a dosage of 0-0014 g. 
per kilo. The propamidine was prepared as follows: 
18 g. was dissolved in 220 ml. of distilled water, and the 
solution was then brought up to 240 ml. with distilled 
water, the solution containing 0-3 g. of propamidine in 
each 4 ml. Adult males received 0-3 g. propamidine, 
females 0-23 to 0-25 g., and children slightly more than 
the proportionate dose. Pregnant women received only 
0-1 g. and old people from 0-2 to 0-23 g. 

The deep intragluteal injections used in all cases 
were on the whole well tolerated, no instance of abscess 
formation being observed, but many patients complained 
of fairly acute pain for several days at the site of injec- 
tion. No miscarriages were noted in pregnant women, 
although some women in advanced pregnancy com- 
plained of abdominal pain. 

Propamidine was given as a prophylactic in two foci 
of trypanosomiasis. The first focus (Bongono) had a 
population of 2,670 of whom 2,551 were the subject of 
the observations, 2,133 being injected and 418 left as 
controls. During two years’ observation only one 
patient amongst those injected was found to have 
trypanosomes in the blood but 14 clinical cases were 
diagnosed. Amongst the controls 23 new cases, all with 
trypanosomes in the blood, were discovered. From the 
eighth month after the beginning of the experiment, at 
each inspection a certain number of patients had changes 
in the cerebrospinal fluid (only those who had received 
propamidine), the cell count in one case being as high 
as 72 perc.mm. It is considered that an interval of 6 


_ Four main types of response are noted: 


months between the two injections is too long in foci of — 


marked infectivity. 

In the second focus (Kintswomo) only the 258 inhabi- 
tants of one village received propamidine, the other 22 
villages being kept as controls. In spite of most careful 


examinations carried out over a year and a half no 
trypanosomes were found in any of those treated, while in 
the control villages the disease progressed as before. 
Lumbar puncture, performed on all patients treated, 
some 9 months after injection, showed that in about 10% 
the cerebrospinal fluid was abnormal. 


The authors 


state that relapsing fever is unknown in the above regions 
and syphilis very rare. 

In discussion of this paper, van Hoof considered that 
the most important fact was the number of “ cryptic” 
infections which appeared after the prophylactic injec. 
tions, and wondered whether this drug gave any protec. 
tion or whether the effect produced was merely a dis. 
appearance or diminution of parasites in the blood and 
lymph, while they went on eventually to cause pathologi- 
cal changes in the deeper organs and especially in the 
nervous system. He did not think that the conclusions 
reached could be accepted without further confirmation, 

C. F. Shelton 
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878. Technical Aspects of Therapeutic Malaria 

L. I. KapLan and H. S. Reap. American Journal of 
Medicine [Amer. J. Med.] 4, 846-855, June, 1948, 3 
figs., 10 refs. 


These workers consider that the immune response to 
artificially produced malaria can be better understood 
with the aid of blood parasite counts. In vivax infections 
there are usually 20,000 to 40,000 parasites per c.mm. at 
the height of activity; in quartan (Plasmodium malariae) 
infections the counts are usually below 10,000 per c.mm., 
while in falciparum malaria the parasitaemia is variable 
but the danger line is reached with counts between 
100,000 and 200,000 per c.mm. . 

Parasite counts and temperature records of 225 white 
and 75 negro patients receiving artificial malaria, usually 
for asymptomatic neurosyphilis, have been correlated. 
(1) hyper- 


immune with no parasitaemia; (2) immune, when 


slight parasitaemia follows heavy inoculation, found in ° 


negroes (with racial susceptibility) and white patients 
previously infected naturally and given vivax inoculation; 
(3) partially immune with parasitaemia of increasing 
density but followed by only 3 to 7 paroxysms before 
the parasite count falls steeply; these patients should, on 
the decline of the parasite count, be treated with a 
plasmodicidal drug and be inoculated without delay with 
another strain; (4) hypersusceptible with development of 
fever several days before the parasites are detectable in 
the blood. Unless hindered by suitable drugs, the 
paroxysms will continue for many days. 

Of 300 patients 208 white and 8 negro were given vivax 
malaria; 23 white patients gave partially immune 
responses and required additional inoculations; .3 
negroes were hyperimmune, 2 immune, and 3 partially 
immune. The remainder of the negroes were givet 
quartan malaria. A parasite count below 3,000 per 
c.mm. combined with a temperature below 103° F. 
(39-4° C.) was considered to indicate some immunity 
and that another form of treatment was necessary. Itis 
considered that as a routine white patients from the 
U.S.A. with a history of the natural infection, individuals 
from the Mediterranean and Puerto Rico, and all negroes 
should be given quartan, and all other white patients 
vivax, malaria. Those white patients who have a spot 
taneous remission after less than 5 paroxysms of fever 


=> 
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should be reinoculated with quartan malaria; if remis- 
sion follows more than 5 paroxysmis they should receive 
heterologous strains of vivax malaria. 

Mosquito or intravenous inoculation with 26 million 
to 150 million parasites produces the longest period of 
preliminary fever and intradermal inoculation the shortest, 
though the larger percentage of unsuccessful inocula- 
tions with the latter method precludes its general use. 
Reduction of the intravenous dose to one million para- 
sites, however, eliminated the preliminary period in 
35:7% and diminished it to 2 days or less in 67-9%. 

Five heterologous vivax strains were used in the re- 
infection of 27 partially immune patients after spon- 
taneous remission and the duration of the second 
attack was found to average 743% of the original, but 
when homologous strains were employed on 5 similar 
patients the duration of the second attack only averaged 
105% of the first. Thirty-eight other patients under- 
going paroxysms of quartan malaria received 56 injec- 
tions of bismuth thioglycollate (“‘ thiobismol’’) and in 
872% there was a temporary interruption or reduction 
in the frequency of the paroxysms. This was due to the 
effects of this drug on partially grown parasites and only 
influenced those patients with parasite counts below 
10,000 per c.mm. R. R. Willcox 


879. Cholinesterases of Human Erythrocytes and Plasma 
and Their Inhibition by Antimalarial Drugs 

C. I. Wricut and J. C. Sabine. Journal of Pharma- 
cology and Experimental Therapeutics {J. Pharmacol.] 
93, 230-239, June, 1948. 5 figs., 20 refs. 


Many tissues contain enzymes (cholinesterases) 
which hydrolyse acetylcholine. The authors investi- 
gated the inhibitory action of various antimalarial drugs 
on the cholinesterases from human plasma and from 
human erythrocytes respectively. [Most of their work is 
of more interest to biochemists than to medical men and 
the former should consult the paper in the original.] The 
drugs investigated were chloroquine, mepacrine (quina- 


crine), pamaquin (plasmochin),. quinidine, quinine, and 


proguanil. Considerable inhibition of a _ reversible 
nature was observed, but there were differences in type 
between the different drugs. There was no clear-cut 
relation between the inhibition of cholinesterase and the 
antimalarial activity, although the possibility is not 
excluded that there may be a close relation between some 
toxic symptoms of the drugs—for example, gastro- 
intestinal and central nervous disturbances—and their 
inhibitory action on cholinesterase. The cholinesterase 
of human erythrocytes is different from that of human 
plasma, but it may be the same as that of mouse brain. 
F. Hawking 


880. Drug-resistance in Plasmodium gallinaceum, and 
the Persistence of Paludrine-resistance after Mosquito 
Transmission 

A. BisHor and B. BIRKETT. Parasitology [Parasitology] 
39, 125-137, July, 1948. 32 refs. 


This is a detailed description of experiments previously 
recorded [see Abstracts of World Medicine, 1948, 3, 222]. 


A strain of Plasmodium gallinaceum was transmitted by 
intravenous inoculation at intervals of 2 or 3 days through 
a series of chicks of about 40 to 60 g. body weight. The 
chicks were given gradually increasing doses of anti- 
malarial drugs to see whether the strain would become 
more resistant to their action.. With mepacrine hydro- 
chloride no increase in resistance was developed during. 
6 months; with pamaquin, resistance to daily doses of 
0:08 mg. per 20 g. of body weight was shown after 8. 
months of treatment with the drug; while with “ paludrine” 
(proguanil) resistance to a dose of 1 mg. per 20 g. twice 
daily was obtained after 3 months. This is 10 times the 


_ minimum effective dose, 40 times the dose which affected 


most of the parasites in the early passages, and was the 
maximum dose tolerated by the chicks. This proguanil- 
resistant strain formed exoerythrocytic parasites which 
were also resistant to proguanil and gave rise to resistant. 
erythrocytic forms when inoculated into chicks. It 
showed no increased resistance to mepacrine hydro- 
chloride or pamaquin, but was resistant to the prepara- 
tion 4430, the methyl homologue of proguanil. Chicks. 
with a latent infection of P. gallinaceum were not more 
susceptible to superinfection with the proguanil-resistant 
strain than with the normal strain. The resistance to. 
proguanil was retained by the parasites after five con- 
secutive cyclical passages by Aédes aegypti through chicks 
during 3 months without contact with the drug; this is 
especially interesting because cyclical transmission in- 
volves sexual reproduction. J. F. Corson 


881. Experimental Investigations of Mepacrine-fastness 
of Malarial Parasites. (Experimentelle Untersuchungen 
zur Frage der Atebrinfestigkeit der Malariaparasiten) 
G. Piekarski. Zeitschrift fiir Hygiene und Infektions- 
krankheiten [Z. Hyg. siineeaned 127, 501-511, 1948. 
15 refs. 


A review of the relevant literature is followed by an 
account of the author’s own experiments with canaries, 


infected with a strain of Plasmodium cathemerium, which . 


received repeated intramuscular injections over a period 
of 10 months of subcurative doses of mepacrine. No 
mepacrine-fast parasites were produced; on the contrary, 
a mepacrine-sensitive race of plasmodia, after 13 to 20 
bird-passages, was found in experimental birds. Such 
parasites were detected in the peripheral blood at a later 
period, after an identical dosage of the drug, than in those 
birds infected with the untreated strain of P. cathe- 
merium. H. P. Fox 


882. Non-pigmented Malaria Parasites in the Bone 
Marrow from a Mixed Infection of Leishmania and 
Plasmodium vivax 

M. YoeLt. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med. Hyg.]| 
42, 99-100, July, 1948. 1 fig. 


Sternal puncture smears from a kala-azar patient in 


- Athens, stained with Giemsa’s solution, revealed, in 


addition to leishmania within reticulo-endothelial cells, 
erythrocytes harbouring malaria parasites which were 
identified as Plasmodium vivax. These were represented. 
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mainly by growing and segmenting schizonts, giving rise 
to 14 to 24 merozoites, but a few gametocytes were also 
present. The peculiar feature of this infection was the 
absence of any pigment in the parasites. Moreover, no 
malaria parasites could be detected in thick films of the 
peripheral blood. Since the absence of pigment could 
not be attributed to defective staining, and in view of the 
similarity of these parasites to the non-pigmented forms 
described by Raffaele from the bone-marrow—the 
original preparations of which were seen by the author 
—he suggests that his parasites might possibly represent 
the first erythrocytic generation produced by exoery- 
throcytic schizogony. C. A. Hoare 


SCHISTOSOMIASIS 


883. Studies on Schistosome Dermatitis: X. Distribu- 
tion and Epidemiology in Michigan 

D. B. MCMULLEN and S. BRAcKEeTT. American Journal 
of Hygiene [Amer. J. Hyg.] 47, 259-270, May, 1948. 
2 figs., 7 refs. 


Lakes and beaches in Michigan were surveyed over a 
period of 3 years in an investigation of the incidence of 
swimmer’s itch caused by non-human types of schisto- 
some cercariae. Studies were not confined to areas 
where cercarial dermatitis was already known to occur, 
but extended to areas from which no reports had come. 
Altogether 510 beaches on 127 different lakes were 
examined; four species of carrier snails were found and 
130 beaches harboured infected specimens. Stagnicola 
emarginata was found to be the most important carrier 
snail, but the presence of Physa spp. and Lymnea stag- 
nalis accounted for sporadic cases that occurred where 
S. emarginata was absent. O. D. Standen 


884. The Treatment of Bilharziasis with Miracil D 
M. A. Azim, A. HALAWANI, and J. M. WATSON. Lancet 
[Lancet] 1, 712-713, May 8, 1948. 5 refs. 


‘“* Miracil D ” was administered orally to mice, gerbils, 
and monkeys which had been artificially infected with 
either Schistosoma mansoni or S. haematobium. Five 
doses of 40 to 50 mg. per kilo effected a cure; with 4 to 6 
doses of 10 to 25 mg. per kilo results were erratic and 
doses of less than 10 mg. per kilo were ineffective. 

In clinical trials on patients suffering from. schisto- 
somiasis the drug was administered in the form of 
enteric-coated tablets containing 50 mg. and 200 mg. of 
the drug. Twenty patients were given 2 doses of 400 mg. 
each with a dose interval of 3 days and remained under 
observation for 3 weeks. Apparent cures were obtained 
in 7 cases, but it is probable that a longer follow-up 
would have shown relapses. In 2 cases S. haematobium 
ova had disappeared from urine and faeces by the 
sixty-fifth day after treatment; in one case dead S. 
haematobium ova only were found from the fifty-sixth 
day onwards and in 4 cases S. mansoni ova disappeared 
from the faeces or were degenerate, but viable ova of 
S. haematobium were still found in the urine. 

Another group of 4 patients were given 4 doses of 400 
mg. each on alternate days with a second course of 400 


mg. daily for 5 days 7 weeks later. Before the second 
course, 3 patients were passing dead ova only, while after 
the second treatment all were passing dead ova only, Of 
a further group of 4 patients, 1 received 5 mg. per kilo 
every 12 hours for a week and 2 the same dosage schedule 
for 2 weeks; haematuria disappeared and the urine 
became negative for ova in all cases. The fourth patient 
received 6 doses of 400 mg. during 3 weeks, after which no 
ova were passed. Of these 8 patients apparently cured, 
7 relapsed. 

It is thought that miracil D has considerable action 
against schistosomes when administered orally in ade. 
quate dosage. Doses of up to 600 mg. every 12 hours 
considerably reduced clinical symptoms, but complete 
cures were ae obtained. O. D. Standen 


885. The Lesions of Schistosomiasis Japonica 

M. M. BrRACKEN, W. R. BAILEY, and H. M. Tuomas. 
American Journal of Pathology [Amer. J. Path.] 
611-623, May, 1948. 6 figs., 16 refs. 


Examination of the lesions produced in man in both 
the ‘early and late stages of schistosomiasis japonica 
shows a marked similarity to those produced in experi- 
mentally infected animals. This was demonstrated at 
necropsy on 3 soldiers who had contracted the disease in 
the Philippine Islands, from tissue secured for biopsy 
from acute lesions.in the rectum, liver, skin, and brain of 
other patients, and from older lesions in 3 Filipinos who 
died from other causes. The general appearance of the 
lesions caused by the presence in tissues of schistosoma 
Ova varies to some extent according to the organ in which 
they are situated, but development follows a fairly con- 
stant course. The presence of an ovum stimulates 
intense cellular reactions, resulting early on in a concen- 
tration of eosinophils with less numerous neutrophils, 
As the age of infection advances the ovum becomes 
engulfed by giant multinucleate cells, epithelial cells 
appear, and the eosinophils give way to lymphocytes and 
plasma cells. Fibrosis develops from the periphery, 
until, as in the oldest lesions, the calcified ovum is sur- 
rounded by close fibrous material. The pathological 
picture shows an unusual and characteristic early reaction 
to the viable ovum, whereas the later lesions are those 
commonly associated with a foreign-body reaction. 

O. D. Standen 


886. Observations on the Use of Cercarial Antigen in 
the Diagnosis of Schistosomiasis 

D. M. Brairr and W. F. Ross. Annals of Tropical 
Medicine and Parasitology {Ann. trop. Med. Parasit.] 42, 
46-51, April, 1948. 6 refs. 


Antigen is prepared by drying cercaria-impregnated 
filter papers obtained by filtering cercariae of Schisto- 
soma haematobium from pond water. The cercariae 
used were those shed by naturally infected Physopsis 
africana, a rough estimate of numbers being made before 
filtering. The papers were macerated with 1% carbol 
saline for 48 hours, the liquid was expressed and diluted 
with an equal volume of normal saline. This final 
antigen preparation gave a concentration of the products 
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of 1,000 cercariae per ml. or 33 cercariae per 0-03 ml. 
intradermal injection. 

The evaluation of skin tests is discussed; of 75 patients 
tested 39 were positive reactors and 36 negative reactors. 
Of the 39 positive reactors 22 were infected with S. 
haematobium, 3 with S. mansoni, and 6 with both; 
positive reactors were not passing eggs. Presumably, 
none of the negative-reactor group was passing eggs of 
any species of schistosome. The technique used to 
determine positive- and negative-reactor groups was as 
follows: measurements were made over a period of 25 
minutes of the increase in size of the initial wheal caused 
by injection of antigen and were compared with the 
increase in size of wheals produced by a 0-5% carbol- 
saline control. The relative increases in size showed that 
in the positive-reactor group the wheal diameter had. 
increased to more than double in 15 minutes, while in the 
same time wheals in the negative group remained within 
15% of the initial wheals. A further increase in diameter 
of the wheals in the positive-reactor group was usual up 
to 20 minutes, but it was considered that the wheal mar- 
gins at this time were more diffuse than at 15 minutes and 
therefore less suitable for accurate measurement. A 
positive reaction was considered to be one in which an 
initial wheal of about 5 mm. diameter increased to twice 
its original size in 15 minutes. Initial wheals much larger 
than 5 mm. could be expected to give clear-cut reactions 
of this order. A doubtful positive reaction is defined as 
one in which the increase in the wheal diameter was 
between one and three-quarters and twice the original 
diameter. 

Tests made with five batches of antigen of varying age 
showed no significant differences; all reacted in the same 
way, including one of double strength. It is concluded 


’ that the method of storage of antigen and its age after 


preparation in liquid form are of little practical import- 
ance. - O. D. Standen 


DISORDERS OF UNKNOWN AETIOLOGY 


887. Acute Infectious Lymphocytosis. (Akut infektids 
lymfocytos) 

E. and R. HAMARINEN. Nordisk Medicin 
[Nord. Med.] 38, 681-683, April 2, 1948. 1 fig., 7 refs. 


A high lymphocyte count in the blood was detected 
during routine blood examinations in 5 children between 


1 year and 5 years old in a tuberculosis hospital in Fin- - 


land, over a period of 4 months. The maximum total 


white counts were 54,900, 52,400, 50,600, 53,700, and . 


121,000 per c.mm. respectively; 78 to 90% of cells were 
lymphocytes. The lymphocytes appeared normal, and 
results of other blood examinations including 3 marrow 
punctures were all normal; there was no enlargement of 
the spleen or lymph nodes, and the Paul—Bunnell test 
was negative. The count returned to normal after 14 to 
54 weeks; it may have been raised for several weeks 
before detection. The symptoms were mild—slight fever, 
upper respiratory catarrh, and diarrhoea; in 1 case there 
was no fever or symptoms. The blood picture could not 
be related to the tuberculosis, which was quiescent in 2 


. Cases, but in 3 of the cases an infectious fever developed 


during the period of lymphocytosis (measles, whooping- 
cough, and chickenpox). The authors classify the cases 
as acute infectious lymphocytosis, first described by 
Smith, and Finucane and Phillips, in America in 1941. 
Margaret Agerholm 


888. Succinate Therapy in Acute Rheumatic Fever 

R. WeariA, E. E. FiscHer, and P. E. Witson. New 
England Journal of Medicine [New Engl. J. Med.| 239, 
117-120, July 22, 1948. 6 refs. 


** Subenon ”’, the calcium double salt of benzoic acid 
and suctinic acid benzyl esters, has been favourably 
reported on as a therapeutic agent in acute rheumatic 
fever. This paper represents a study of the effects of the 
drug in a group of 10 patients ranging in age from 5 to 
49 years. In all cases an upper respiratory infection 
preceded the febrile polyarthritis; clinical evidence of 
carditis was present in 3 patients on admission to hospital, 
and abnormal electrocardiograms were found in a 
further two. 

Eight patients received daily doses of subenon varying 
from 5-4 g. to 7:2 g.; the youngest, aged 5 and 9 years, 
each received 3-6 g. daily. Aliquot portions of the drug 
were administered at 4-hourly or 6-hourly intervals 
through the day and night; the duration of therapy 
ranged from 15 to 46 days. Two patients were given 
100 mg. ascorbic acid daily in addition. 

Progress was gauged by subjective symptoms, clinical 
examination, temperature and pulse rate, serial erythro- 
cyte sedimentation estimations, and electrocardiograms. 
In 1 patient only did clinical improvement and a pro- 
gressive fall in erythrocyte sedimentation rate occur 
during subenon therapy. A second patient showed 
clinical improvement but the sedimentation rate was 
persistently high. In the remaining 8 patients there was 
no improvement in symptoms or signs; 2 of therh 
developed signs of severe carditis and in a further 2 there 
was a prolonged P-R interval during treatment. In 6 
cases, after the failure of subenon, the administration of 
salicylate was followed by marked improvement. 

The authors conclude that neither the natural course of 
rheumatic fever nor its signs and symptoms were modified 
by subenon. P.T. Bray 


889. Immunologic and Biochemical Studies in Infants 
and Children with Special Reference to Rheumatic Fever. 
I. The Role of Genetic Susceptibility 

M. G. WiLson. Pediatrics [Pediatrics] 2, 239-241, Sept., 
1948. 3 refs. 


890. Investigations of the Salicylic Acid Reaction in 
Acute Rheumatism. (Untersuchungen iiber die Salicyl- - 
sdure-reaktion in der Rheumadiagnostik). 

H. A. Hetnsen. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.] 193, 247-263, June 15, 1948. 
7 refs. 


The author investigated the activity or otherwise of 
rheumatic heart disease with the aid of Schroeder’s modifi- 
cation of Mester’s test (Z. Rheumaforsch., 1942, 5, 377). 
In this 0-5 ml. of 0-2% salicylic acid solution is mixed 


> after 
kilo 
edule 
urine 
atient 
ich no 
cured, 
action 
1 ade- 
hours 
nplete 
iden 
1) 24, 

2 both 
ponica 
experi- 
ited at 
ease in 
biopsy { 
rain of 
os who 
of the 
tosoma / 
which 
ly con- 
nulates 
~oncen- | 
ecomes 
al cells 
tes and 
riphery, 
| is sur- 
ological 
eaction 
e those . 
n. 
tigen 

Tropical 
sit.} 42, 
egnated 
Schisto- 
ercariae 
hy sopsis 
e before 
| diluted 
ris final 
sroducts 


256 INFECTIOUS DISEASES 


with 0-5 ml. 3% procaine solution. A leucocyte count is 
carried out in the morning with the patient in a fasting 
and resting state. Five intracutaneous injections each 
of 0-2 ml. of the mixture prepared as above are made into 
the arm of the hand from which the blood was taken; 30 
minutes later another leucocyte count is carried out on 
blood taken from the same finger as before. 

In 23 patients “* endocarditis *’ had been diagnosed by 
clinical and radiological examination. The presence of 
myocarditis is said by the author to have been proved by 
electrocardiography. In all except 2 cases, salicylic acid 
injection as above produced a fall in the leucocyte count 
of more than 15%. In rheumatic polyarthritis there was 
also an increase in eosinophils and lymphocytes [not 
stated whether absolute or relative]. However, in 4 
cases with clinical and electrocardiographic signs of 
pancarditis, decreases of less than 15% occurred. Only 
in 4 out of 35 cases of apparently long-established valvular 
lesions was the test positive (that is, a fall of more than 
15%). Three out of the 4 patients had normal erythro- 
cyte sedimentation rates. The author considers that 
these 4 results were due to the presence of a smouldering 
rheumatic process, undetected by other means. The 
author further claims that with passage of the rheumatic 
process from the active into the inactive stage the test 
becomes negative where it has previously been positive. 
Publication of further results is promised. G. Loewi - 


891. The Significance of Pleuropneumonia-like or “‘.L ”’ 
Organisms in Non-gonococcal Urethritis, Reiter’s Disease, 
and Abacterial Pyuria 

A. H. Harkness and A. HENDERSON-BEGG. British 
Journal of Venereal Diseases [Brit. J. vener. Dis.| 24, 50- 
58, June, 1948. 31 refs. 


. The previous literature on the association of pleuro- 
pneumonia-like or “L” organisms in urogenital in- 
fection in man is reviewed. The present investigation is 
an attempt to establish the role of ““L”’ organisms in 
urogenital infection in men and women, and in particular 
to correlate the finding of “‘ L’’ organisms on culture with 
the different types of urethritis. The authors undertook 
a search for “‘L” organisms by smear and culture 
methods in 206 male cases of simple non-gonococcal 
urethritis of which 132 were of abacterial type, and in 47 
cases in which the urethritis was complicated by arthritis. 
Similar examinations were also made on 157 cases of 
gonorrhoea and on 65 normal persons. 

Primary abacterial urethritis (Waelsch type) was 
diagnosed in 57 male patients; the long incubation 
period, mild symptoms, and urethroscopic appearances 
are described. ‘“‘L”’ organisms were cultured in 21 
cases (38%). In one instance of Waelsch urethritis, 
positive for ‘‘ L ” organisms, which had been contracted 
by sodomy, these organisms were recovered from the anal 
canal of the contact. “L’’ organisms were also re- 
covered in 5 out of 10 cases of acute abacterial urethritis 
simulating gonorrhoea. In residual abacterial urethritis 
after successful penicillin therapy for gonorrhoea, of which 
there were 35 cases in the series, “‘ L’’ organisms were 
found in 1 only. The series of 47 cases of urethritis 
associated with polyarthritis contained 41 in which the 


urethritis was of abacterial type and of which 7 were 
positive for “LL” organisms. Seven of the cases with 
polyarthritis presented all the characters of the Reiter — 
syndrome. The authors found “ L”’ organisms in the 
urethral washings of 2 of the patients but their attempts 
to recover the organism from synovial fluid, conjunctival 
secretion, and skin lesions were not successful. [*L” 
organisms in the joint fluid in a case of Reiter’s syndrome 
have since been reported by Warthin (Amer. J. Med, 
1948, 4, 827), and Dienes and his colleagues report find. 
ing the organisms in the synovial fluid of 2 similar cases 
(New Engl. J. Med.,.1948, 238, 509).] 

Non-gonococcal cervicitis and vaginitis in women was 
also investigated, ‘‘ L’’ organisms being recovered in 12 
of 46 cases. They were also found in 3 of 18 women 
with acute gonorrhoea. Attempts to find the organisms 
in normal persons—59 men and 15 women—were un- 
successful. 

Serological investigations—agglutination and com- 
plement fixation—were carried out on suitable cases at 
various stages of the disease but these were invariably 
negative. None of the strains isolated was pathogenic 
to white mice, rabbits, or guinea-pigs. V. E. Lloyd 


892. Reiter’s Disease: Report of Five Cases Including 
Two Successfully Treated with Hyperthermia 
E. W. Lowman and R. J. Boucex. Annals of Internal 
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A review of the literature emphasizes the general failure 
of sulphonamides, penicillin, gold salts, and other agents 
in the treatment of this condition. The possible role of 
pleuropneumonia-like or L organisms is discussed. 

Five cases of Reiter’s disease, all in white males 22 to 
26 years old, are described in detail. The urethral dis- 
charge was the first symptom in all but one, in which the 
urethritis was preceded by arthritis and diarrhoea. Of 
the remainder the conjunctivitis preceded the arthritis in 
3 and succeeded it in 1; though in all but one case in 
which ocular symptoms were absent the entire triad was 
apparent within 3 weeks of the onset. Lesions resem- 
bling balanitis circinata sicca are only reported in 1 case 
and keratosis blennorrhagica not at all. In 3 cases the 
condition was regarded as improving satisfactorily with 
time or after other measures, though 2 patients who had 
been ill for 6 and 8 months respectively had not responded 
to treatment, which included administration of both 
sulphonamides and penicillin. These patients received 
5 five-hour sessions of fever at 105° C. by hyperthermy, 
combined with injection of penicillin in 2-hourly divided 
doses 24 hours before and after the fever to a total of 
480,000 units on each occasion. Improvement was 
dramatic, though one patient had a mild relapse which 
cleared without treatment or further rest in bed. 

[Hyperthermy has been acknowledged in Britain for 
some years to be the best treatment for Reiter’s disease. 
It is interesting to observe that of the 2 acute cases the 
one in which the erythrocyte sedimentation rate was 
raised showed a reduction of the latter to normal with 
treatment, as noted by Willcox, Findlay, and Henderson- 
Begg (Brit. med. J., 1947, 1, 483).] R. R. Willcox 
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